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Abstract 

Background Plant-based dietary patterns may affect colorectal cancer (CRC) related outcomes, while risks differ 
in the quality of plant foods. We aimed to examine the association of plant-based diet quality with risks of CRC inci-
dence and mortality and whether this association was modified by genetic risk.

Methods This prospective cohort study included 186,675 participants free of cancer when the last dietary recall 
was completed. We calculated three plant-based diet indices (PDIs), i.e., the overall plant-based diet index (PDI), 
the healthful plant-based diet index (hPDI), and the unhealthful plant-based diet index (uPDI) representing adherence 
to plant-based diets with diverse quality. Genetic risk was characterized using a weighted polygenic risk score (PRS), 
capturing overall risk variants associated with CRC. Hazard ratios (HR) and 95% confidential intervals (CI) were esti-
mated by the cause-specific Cox proportional hazards model.

Results Over a follow-up of 9.5 years, 2163 cases and 466 deaths from CRC were documented. The HR of CRC inci-
dence was 0.88 (95% CI, 0.81–0.96) and 0.91 (95% CI, 0.84–0.99) per 10-score increase in PDI and hPDI, respectively. 
Compared to the lowest quartile, PDI, hPDI, and uPDI in the highest quartile were associated with a 13% decrease, 
a 15% decrease, and a 14% increase in risk of incident CRC, respectively. We found a joint association of genetic risk 
and PDIs with incident CRC, with the highest hazard observed in those carrying higher PRS and adhering to lower-
quality PDIs. The inverse association of PDI and hPDI with CRC mortality was pronounced in males.

Conclusions Our results suggested that better adherence to overall and healthful plant-based diets was associated 
with a lower risk of CRC, whereas an unhealthful plant-based diet was associated with a higher CRC risk. Consumption 
of a higher-quality plant-based diet combined with decreased genetic risk conferred less susceptibility to CRC. Our 
findings highlighted the importance of food quality when adhering to a plant-based dietary pattern for CRC preven-
tion in the general population.
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Background
More than 1.9 million new colorectal cancer (CRC) cases 
and 935,000 deaths from CRC were estimated to occur in 
2020 worldwide, ranking third and second in incidence 
and mortality, respectively [1]. Despite the considerable 
reduction in incidence and mortality ascribed to screen-
ing and improved treatment, CRC is often diagnosed 
at advanced clinical stages. Therefore, identifying and 
reducing modifiable risk factors are attractive primary 
prevention strategies to counter the escalating global rise 
of CRC.

The potential health effects of plant-based diets have 
been increasingly recognized and ascribed to their envi-
ronmental sustainability benefits [2, 3]. However, not all 
plant-based foods were beneficial to CRC. High intakes of 
whole grains, fruits, vegetables, and fiber were associated 
with a low risk of CRC [4–7], whereas less nutrient-dense 
plant foods, including refined grains, fruit juices, and 
sugar-sweetened beverages, contributed to an increased 
CRC risk [8–11]. To better represent the quality of plant 
foods, studies recently have developed three plant-based 
diet indices (PDIs), i.e., an overall plant-based diet index 
(PDI), a healthful plant-based diet index (hPDI), and an 
unhealthful plant-based index (uPDI), to examine their 
association with various chronic diseases and mortality 
[12, 13]. However, given the limited study regions and 
inconsistent findings on CRC [14–19], evidence from 
large population-based studies with a prospective design 
is warranted.

The concept of “gene × lifestyle interaction” has pre-
sumed that modifiable lifestyle factors may yield differ-
ent effects on complex diseases depending on inherited 
genetic susceptibility [20]. Several CRC-associated loci 
have been identified in genome-wide association studies 
[21]. However, no studies have examined the interaction 
between plant-based diet patterns and genetic predispo-
sition on CRC prevention. Therefore, the present study 
aimed to prospectively investigate the association of PDIs 
with the risk of CRC in a larger general population from 
the UK Biobank and to explore whether such association 
would be modified by the genetic predisposition of CRC.

Methods
Study design and setting
The UK Biobank recruited more than 0.5  million par-
ticipants aged 37–73 years from the general popula-
tion between 2006 and 2010, and detailed information 
on study design, implementation, and data acquisition 
can be found at https:// www. ukbio bank. ac. uk [22]. Par-
ticipants attended one of 22 assessment centers across 
England, Scotland, and Wales. They completed a touch-
screen questionnaire, a face-to-face interview with 
a nurse, and a series of physical measurements, and 

provided biological samples. The date and cause of hospi-
tal admissions were obtained through record linkages to 
health episode statistics (England and Wales) and Scot-
tish morbidity records (Scotland). The UK Biobank study 
was approved by the North West Multi-centre Research 
Ethics Committee (REC reference for the UK Biobank 
11/NW/0382), and all participants provided written 
informed consent.

Study population
We included participants with at least one dietary assess-
ment and available genetic data, and excluded those with 
implausible total energy intake (TEI, < 800 or > 5000 kcal/
day in males and < 500 or > 4000  kcal/day in females) 
and diagnosed cancers (except for non-melanoma skin 
cancer) when dietary information collection was com-
pleted. Finally, 186,675 participants were included in the 
PDIs analysis; 174,261 were included in the analysis for 
PDIs and genetic risk after excluding those not of Euro-
pean descent, with incomplete genetic data, mismatch 
between self-reported and genetic sex, outliers for het-
erozygosity or missing rate, sex chromosome aneuploidy, 
and close kinship (Additional file 1: Fig. S1).

Outcomes
The primary outcome was incident CRC, and the sec-
ondary outcome was CRC mortality. The detailed defini-
tion for diagnosis of overall CRC and CRC by anatomical 
subsites (proximal colon cancer, distal colon cancer, and 
rectal cancer) was described according to hospital inpa-
tient records, cancer registry data, and death registry 
data linked to the UK Biobank based on the International 
Classification of Diseases, Ninth Revision (ICD-9) and 
Tenth Revision (ICD-10) codes, as well as self-reported 
data fields with the choice-, disease- or procedure-spe-
cific codes (Additional file  1: Table  S1). Proximal colon 
cancers included those found in the cecum, appendix, 
ascending colon, hepatic flexure, transverse colon, and 
splenic flexure (C18.0-18.5); distal colon cancers in the 
descending (C18.6) and sigmoid (C18.7) colon; and rec-
tal cancer in the rectosigmoid junction (C19) and rectum 
(C20). The time-to-event was calculated from the last 
dietary assessment to the date of CRC diagnosis, death, 
loss to follow-up, or censorship (30 September 2021 for 
England, 31 July 2021 for Scotland, and 28 February 2018 
for Wales), whichever came first.

Dietary assessment
Dietary information in the UK Biobank was collected 
using the Oxford WebQ, which has been validated with 
an interviewer-administered 24-h recall [23] and bio-
markers [24], based on a 24-h dietary recall question-
naire. The consumption of more than 200 common foods 

https://www.ukbiobank.ac.uk
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and more than 30 types of beverages during the previous 
24  h was collected. Participants who completed at least 
one 24-h dietary assessment were included. For those 
who completed twice or more, the intake of each food 
item was calculated as the means of intake answered 
across all dietary assessments.

We calculated the PDI, hPDI, and uPDI using estab-
lished methods (containing 18 food groups) to assess 
the adherence to overall, healthful, and unhealthful 
plant-based diets, respectively [25, 26], except vegetable 
oils which were not available in the UK Biobank data-
set. Thus, we classified food items into 17 groups and 
further into larger categories of healthy plant foods, less 
healthy plant foods and animal foods. Intake of each food 
group was ranked into quintiles and given positive (Q1 
to Q5 received 1 to 5) or reverse (Q1 to Q5 received 5 
to 1) scores (detailed in Additional file 1: Table S2). The 
final scores of 3 food categories and 17 food groups con-
structing three PDIs were presented in Additional file 1: 
Table S3.

Polygenic risk score for CRC 
The detail of genotyping, imputation, and quality control 
of genetic data in the UK Biobank has been discussed 
elsewhere [27]. We calculated the global polygenic risk 
score (PRS) for CRC based on an up-to-date genome-
wide association study reporting 95 single-nucleotide 
polymorphisms (SNPs) significantly associated with CRC 
in participants of European descent [21]. The effect size 
of each SNP (β-coefficient) and other related informa-
tion were shown in Additional file 1: Table S4. The PRS 
for CRC was calculated by summing the risk allele num-
bers of each SNP weighted by the effect size to CRC: PRS 
= (β1 ×  SNP1 + β2 ×  SNP2 + …+βn ×  SNPn) * (N/sum of 
β-coefficient), where  SNPn was the risk allele number of 
each SNP.

Covariates
Sociodemographic factors (age at the last dietary assess-
ment, sex, ethnicity, and educational qualifications) and 
lifestyle factors (alcohol intake frequency, smoking sta-
tus, and physical activity) were self-reported at the base-
line assessment. Townsend deprivation index was applied 
to indicate socioeconomic status, with higher scores 
equating to higher socioeconomic deprivation [28]. Alco-
hol intake frequency was classified as daily or almost 
daily, three or four times a week, once or twice a week, 
one to three times a month, special occasions only, and 
never. Smoking status was categorized as current smoker, 
former smoker, and non-smoker. Three levels of physi-
cal activity were proposed to classify populations (low, 
moderate, and high) based on the International Physical 
Activity Questionnaire guidelines [29]. Body mass index 

(BMI) was calculated as weight (kg) divided by the square 
of height (m) and classified as < 18.5, 18.5 to 24.9, 25.0 to 
29.9, and ≥ 30.0 kg/m2. TEI was calculated based on their 
answers to the dietary questionnaire [30].

Statistical analyses
The PDI, hPDI, and uPDI scores were sorted in ascend-
ing order and classified by quartiles (Q1-Q4) using three 
breakpoints, i.e., P25, P50, and P75. We estimated the 
associations of three categorical PDIs with CRC inci-
dence and mortality using a cause-specific Cox propor-
tional hazards regression model with time-to-event as 
the timescale. The results were presented as hazard ratios 
(HRs) and 95% confidence intervals (CIs). The propor-
tional hazards assumption was tested by the Schoenfeld 
residual method and satisfied. Missing values of covari-
ates were treated as dummy variables. We successively 
adjusted for age and sex, ethnicity, education, Townsend 
deprivation index, BMI, alcohol frequency, smoking sta-
tus, physical activity, TEI, PRS for CRC, first 10 princi-
pal components of ancestry, and genotype measurement 
batch. The PDIs were also treated as continuous vari-
ables, and HRs per 10-score increment were reported. To 
investigate the dose-response association between PDIs 
and CRC risk, we performed restricted cubic splines 
(RCS) fitted by Cox proportional hazards regression to 
flexibly model the CRC risk distributed by PDIs. We fur-
ther investigated the association between PDIs and the 
incidence of CRC at different anatomical subsites.

We estimated the associations of PRS with CRC risk 
using a cause-specific Cox proportional hazards regres-
sion model. Then we conducted stratified analysis by 
CRC-PRS tertiles to assess the associations between 
PDIs tertiles and CRC risk among individuals with differ-
ent genetic risks. Multiplicative interactions were tested 
by including a PDIs × PRS term in the fully adjusted 
model. We also estimated the joint association of PDIs 
and genetic risk with CRC by defining a combined vari-
able according to the tertiles of genetic risk and PDIs (9 
categories).

We conducted subgroup analyses stratified by sex in 
the incidence and mortality analysis, and further by age, 
Townsend deprivation index, BMI, alcohol frequency, 
smoking status, and physical activity in the incidence 
analysis. Multiplicative interactions were tested by 
including a “PDIs × covariates” term in the fully adjusted 
model.

For secondary analyses, we (1) conducted sensitiv-
ity analyses by excluding individuals with less than 2 
years of follow-up to minimize the reverse casualty and 
using sub-distribution hazard models for competing 
risk; (2) examined the overall and sex-stratified associa-
tion of three food categories (healthy plant foods, less 
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healthy plant foods, and animal foods) with the CRC 
risk by adding the values in each food category together 
to understand which food category played a key role; 
(3) examined the PDIs-CRC associations after modify-
ing the PDI and hPDI by assigning a positive score to 
the beneficial animal foods (dairy products and sea-
food) ascertained by the inverse association with CRC 
reported by the previous literatures [31, 32].

All analyses were performed using SAS version 9.4 
(SAS Institute, USA) and R software (The R Founda-
tion, http:// www.r- proje ct. org, version 4.0.2). A level 
of < 0.05 for two-sided P values was considered statisti-
cally significant.

Results
Characteristics of study population
The main baseline characteristics of participants by 
PDI, hPDI, and uPDI groups are shown in Table  1, 
Additional file 1: Tables S5 and S6, respectively. Among 
186,675 cancer-free participants at baseline, the PDI 
ranged from 24 to 77, the hPDI ranged from 29 to 82, 
and the uPDI ranged from 28 to 79. Participants with 
higher PDI and hPDI but lower uPDI tended to be 
older, female, well-educated, non-current smokers, 
physically active, and with lower alcohol intake, TEI, 
and BMI.

Association between PDIs and CRC incidence
During a median of 9.5 years of follow-up (interquar-
tile range [IQR], 9.4–10.3 years), 2163 CRC cases were 
documented. We did not observe significant departures 
from linearity when the non-linearity of PDIs with the 
incidence of CRC was tested (Pnon−linearity >0.05; Addi-
tional file  1: Fig. S2). Compared to the lowest quartile, 
multivariable-adjusted HRs of CRC incidence in the 
highest quartile were 0.87 (95% CI, 0.77–0.99) and 0.85 
(95% CI, 0.75–0.97) for PDI and hPDI, respectively, and 
that in the second and highest quartile were 1.18 (95% CI, 
1.04–1.33) and 1.14 (95% CI, 1.01–1.30) for uPDI, respec-
tively (Fig. 1 and Additional file 1: Table S7). Additionally, 
per 10-score increments of PDI and hPDI were associ-
ated with 12% and 9% lower risks of CRC incidence, 
respectively.

Concerning different anatomical subsites of CRC, the 
Q4 level of hPDI (HR: 0.77 [95% CI, 0.60–0.98]) and 
uPDI (HR: 1.30 [95% CI, 1.02–1.65]) were observed to 
be negatively and positively associated with risk of distal 
colon cancer, respectively (Table 2). Higher PDI (Ptrend = 
0.0093) and hPDI (Ptrend = 0.0330) were associated with 
a reduced risk of rectal cancer. None of the three PDIs 
were associated with the risk of proximal colon cancer.

The modification by genetic risk on the PDIs‑CRC 
associations
There existed a non-linear relationship between PRS and 
CRC incidence (Pnon−linearity >0.05; Additional file 1: Fig. 
S3), and per SD increment of PRS accounted for a 45% 
increased risk of CRC incidence.

In stratified analyses by genetic risk, we observed a 
reduced risk of CRC incidence conferred by hPDI in 
subjects with low genetic risk and by PDI in those with 
intermediate and high genetic risk (Additional file  1: 
Table S8). In addition, no interaction between PDIs and 
PRS for CRC incidence was observed (Pinteraction >0.05).

The joint analysis showed a risk gradient with increas-
ing genetic risk and decreasing PDIs quality (Fig.  2). 
Compared with individuals at the highest PRS and lowest 
PDI/hPDI category, the multivariable-adjusted HRs for 
CRC risk were 0.41 (95% CI, 0.34–0.50) among those at 
the lowest PRS and highest PDI category, and 0.37 (95% 
CI, 0.30–0.46) among those at the lowest PRS and high-
est hPDI category. Compared to those with the lowest 
PRS and uPDI, the multivariable-adjusted HR for CRC 
risk was 2.35 (95% CI, 1.92–2.87) in the highest PRS and 
uPDI.

Association between PDIs and CRC incidence stratified 
by subgroups
In the fully adjusted models, a significant association 
of the Q2 (HR: 1.37 [95% CI, 1.14–1.65]) and Q4 (HR: 
1.29 [95% CI, 1.05–1.58]) levels of uPDI (Ptrend =0.0472) 
with an increased risk of CRC incidence was observed in 
females, whereas a reduced risk of CRC incidence con-
ferred by higher PDI  (HRQ4: 0.78 [95% CI, 0.66–0.92], 
Ptrend =0.0028) and hPDI  (HRQ4: 0.79 [95% CI, 0.67–
0.95], Ptrend =0.0069) was reported only in males (Addi-
tional file 1: Table S9).

We observed an inverse association of PDI with CRC 
incidence in participants who had lower Townsend dep-
rivation index and normal BMI, drank alcohol frequently 
and had moderate physical activity (Additional file  1: 
Table  S10). The negative association of hPDI with CRC 
incidence was revealed in older participants, who were 
less deprived and overweight, drank less alcohol, and 
never smoked (Additional file 1: Table S11). Meanwhile, 
we observed an interaction between hPDI and age (Pin-

teraction =0.0238). For uPDI, the positive association was 
restricted to older adults, non-smokers, and those with 
normal BMI and less alcohol intake (Additional file  1: 
Table S12).

Association between PDIs and CRC mortality
A total of 466 CRC deaths occurred after a median of 
9.9 years of follow-up (IQR, 9.5–10.4 years). We did not 

http://www.r-project.org
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Table 1 Baseline characteristics of 186,675 participants by PDI groups

Data were expressed as mean (SD) or number of participants (proportion). Nonparametric tests were used for continuous variables and chi-square tests were used for 
categorical variables. All tests had P values less than 0.001

CRC  colorectal cancer, IQR inter-quartile range, SD standard deviation

Overall plant‑based diet index (PDI)

Q1 Q2 Q3 Q4

Range, scores 24–46 47–49 50–53 54–77

Number of participants 44,202 51,430 39,446 51,597

Age, mean (SD), years 57.5 (8.1) 58.2 (8.0) 58.5 (7.9) 58.4 (8.0)

Male, n (%) 23,760 (53.8) 23,952 (46.6) 16,964 (43.0) 20,746 (40.2)

Ethnicity, n (%)

 White 41,849 (94.7) 49,074 (95.4) 37,802 (95.8) 49,234 (95.4)

 Mixed 292 (0.7) 313 (0.6) 221 (0.6) 300 (0.6)

 Asian 682 (1.5) 700 (1.4) 505 (1.3) 819 (1.6)

 Black 719 (1.6) 624 (1.2) 418 (1.1) 548 (1.1)

 Chinese 143 (0.3) 160 (0.3) 108 (0.3) 132 (0.3)

 Others 338 (0.8) 378 (0.7) 270 (0.7) 400 (0.8)

 Unknown 179 (0.4) 181 (0.4) 122 (0.3) 164 (0.3)

Education, n (%)

 College or university 16,563 (37.5) 21,413 (41.6) 17,461 (44.3) 24,311 (47.1)

 Vocational 4894 (11.1) 5309 (10.3) 3996 (10.1) 5176 (10.0)

 Upper secondary 5655 (12.8) 6826 (13.3) 5157 (13.1) 6822 (13.2)

 Lower secondary 12,235 (27.7) 13,175 (25.6) 9679 (24.5) 11,560 (22.4)

 Others 4576 (10.4) 4436 (8.6) 2980 (7.6) 3543 (6.9)

 Unknown 279 (0.6) 271 (0.5) 173 (0.4) 185 (0.4)

Townsend deprivation index, median (IQR) −2.1 (− 3.6 to 0.5) −2.3 (− 3.7 to 0.1) −2.4 (− 3.8 to − 0.2) −2.4 (− 3.8 to − 0.1)

Body mass index, n (%)

 <18.5 181 (0.4) 253 (0.5) 217 (0.6) 350 (0.7)

 18.5 ~ 24.9 13,621 (30.8) 18,436 (35.9) 15,203 (38.5) 21,353 (41.4)

 25 ~ 39.9 19,070 (43.1) 21,545 (41.9) 16,202 (41.1) 20,674 (40.1)

 ≥30 11,191 (25.3) 11,046 (21.5) 7732 (19.6) 9089 (17.6)

 Unknown 139 (0.3) 150 (0.3) 92 (0.2) 131 (0.3)

Alcohol consumption, n (%)

 Daily or almost daily 11,500 (26.0) 12,175 (23.7) 8539 (21.7) 10,183 (19.7)

 3 or 4 times a week 11,026 (24.9) 13,089 (25.5) 9917 (25.1) 12,950 (25.1)

 1 or 2 times a week 10,620 (24.0) 12,738 (24.8) 10,142 (25.7) 13,155 (25.5)

 1 to 3 times a month 4548 (10.3) 5554 (10.8) 4510 (11.4) 6000 (11.6)

 Special occasions only 4015 (9.1) 4880 (9.5) 3909 (9.9) 5444 (10.6)

 Never 2440 (5.5) 2949 (5.7) 2393 (6.1) 3840 (7.4)

 Unknown 53 (0.1) 45 (0.1) 36 (0.1) 25 (0.1)

Smoking status, n (%)

 Never 23,333 (52.8) 29,102 (56.6) 23,044 (58.4) 30,782 (59.7)

 Former smokers 15,971 (36.1) 18,047 (35.1) 13,635 (34.6) 17,698 (34.3)

 Current smokers 4771 (10.8) 4150 (8.1) 2653 (6.7) 3003 (5.8)

 Unknown 127 (0.3) 131 (0.3) 114 (0.3) 114 (0.2)

Physical activity, n (%)

 Low 8112 (18.4) 8462 (16.5) 5886 (14.9) 6661 (12.9)

 Moderate 15,535 (35.2) 18,639 (36.2) 14,291 (36.2) 18,523 (35.9)

 High 13,535 (30.6) 16,445 (32.0) 13,221 (33.5) 19,120 (37.1)

 Unknown 7020 (15.9) 7884 (15.3) 6048 (15.3) 7293 (14.1)

Energy intake, mean (SD), kcal/d 1947.7 (573.7) 1996.1 (535.5) 2047.7 (518.6) 2169.5 (529.1)
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observe a non-linear relationship between PDIs and CRC 
mortality (Pnon−linearity >0.05; Additional file 1: Fig. S4). As 
presented in Fig.  3 and Additional file  1: Table  S13, the 
age-sex adjusted model showed a decreased risk of CRC 
mortality with the highest PDI (HR: 0.71 [95% CI, 0.55–
0.92]), which was eliminated after additional adjustment 
for all covariates. However, the inverse association of PDI 

with CRC mortality was still present among males (Addi-
tional file 1: Table S14). Interestingly, hPDI showed a pro-
tective tendency in the male population (Ptrend =0.0388).

Additionally, a null association between PDIs and CRC 
mortality was independent of genetic risk, and no signifi-
cant interaction was found (Pinteraction >0.05; Additional 
file 1: Table S15).

Secondary analyses
The inverse association of hPDI with CRC risk disap-
peared when further excluding participants with less 
than two years of follow-up. The PDIs-CRC associations 
remained largely unchanged when using sub-distribu-
tion hazard models for competing risk (Additional file 1: 
Table S16). In addition, we observed a negative associa-
tion between the intake of healthy food groups and CRC 
risk in males (Additional file 1: Table S17).

We further modified the PDI and hPDI by firstly 
assigning a positive score to dairy products (as beneficial 
components, HR: 0.96 [95% CI, 0.94–0.99]) and by sec-
ondly assigning positive scores to both dairy products 
and seafood (as potential beneficial components, HR: 
0.97 [95% CI, 0.92–1.02]). We did not observe any non-
linearity in the association of the modified PDI/hPDI and 
CRC risk (All Pnon−linearity >0.05; Additional file 1: Fig. S5). 
The results of both sensitivity analyses remained stable 
(Additional file 1: Table S18).

Discussion
In this large prospective study, we found that independ-
ent of genetic predisposition, greater adherence to PDI 
and hPDI was associated with a lower risk of CRC, pre-
dominantly distal CRC. The inverse association of PDI 
and hPDI with the risk of CRC incidence and mortality 
was more pronounced in males, but uPDI was positively 
associated with CRC incidence risk only among females. 
In the joint analysis, we observed a gradually decreased 
CRC risk ascribed to higher PDIs quality combined with 
lower genetic risk.

Over the years, following a plant-based diet has become 
increasingly popular, and studies have linked vegetar-
ian diets to CRC risk. A meta-analysis of 3,059,009 sub-
jects demonstrated that diets rich in plant-based food 
were associated with a lower risk of digestive system 
cancers, especially CRC [33]. Subsequently, two large-
scale cohort studies from the UK Biobank concluded 
that low meat-eaters, even vegetarians, had a decreased 
risk of CRC compared with regular meat-eaters [34, 35]. 
However, adherence to a strict vegetarian or vegan diet 
has been challenging for a long time. Furthermore, these 
diets did not distinguish between healthier and lower-
quality plant-based foods [36]. Therefore, Satija et  al. 
proposed the PDIs considering the quality of plant-based 

Fig. 1 Associations of PDI, hPDI, and uPDI with risk of CRC 
incidence. The models adjusted for age (continuous), sex 
(female, male), ethnicity (White, mixed, Asian, Black, Chinese, 
others, or unknown), education (college or university, vocational 
qualification, upper secondary, lower secondary, others, or unknown), 
Townsend deprivation index (in quintiles), body mass index (< 18.5, 
18.5–24.9, 25-29.9, or ≥ 30 kg/m2), alcohol frequency (daily or almost 
daily, 3 or 4 times a week, 1 or 2 times a week, 1 to 3 times a month, 
special occasions only, never, or unknown), smoking status (never, 
former, current, or unknown), physical activity (low, moderate, high, 
or unknown), total energy intake (continuous), polygenic risk score 
for CRC (continuous), first 10 principal components of ancestry (in 
Units, continuous), and genotype measurement batch (continuous). 
CI confidence interval, CRC  colorectal cancer, hPDI healthful 
plant-based diet index, HR hazard ratio, PDI plant-based diet index, 
uPDI unhealthful plant-based diet index
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foods [25]. However, previous evidence on associa-
tions between plant-based diets and CRC risk has been 
inconclusive. A case-control study in China observed 
an inverse association of hPDI but a positive associa-
tion of uPDI with CRC risk [14]. A recent study in the 
Nurses’ Health Study (NHS) and the Health Profession-
als Follow-up Study (HPFS) obtained similar results 
and found a negative association of hPDI, especially 

with KRAS‐wildtype CRC [15]. However, a prospective 
cohort of women aged 26–45 years in the NHSII and 
another study of subjects in the HPFS, NHS and NHSII 
found that the three PDIs were not associated with CRC 
risk [16, 17]. The latest study from the UK explored the 
associations of hPDI and uPDI with risk of mortality and 
major chronic diseases and only found a positive asso-
ciation of Q2 and Q3 levels of uPDI with CRC risk [18]. 

Table 2 Association between plant-based diet indices and risk of CRC incidence classified by anatomical subsites

The bold values indicate that the test is significant (P < 0.05)

*Linear trend was tested by treating the plant-based diet index category as a continuous variable

The models adjusted for age (continuous) and sex (female, male), ethnicity (White, mixed, Asian, Black, Chinese, others, or unknown), education (college or university, 
vocational qualification, upper secondary, lower secondary, others, or unknown), Townsend deprivation index (in quintiles), body mass index (< 18.5, 18.5–24.9, 
25–29.9, or ≥ 30 kg/m2), alcohol frequency (daily or almost daily, 3 or 4 times a week, 1 or 2 times a week, 1 to 3 times a month, special occasions only, never, or 
unknown), smoking status (never, former, current, or unknown), physical activity (low, moderate, high, or unknown), total energy intake (continuous), polygenic risk 
score for CRC (continuous), first 10 principal components of ancestry (in Units, continuous), and genotype measurement batch (continuous)

CI confidence interval, CRC  colorectal cancer, hPDI healthful plant-based diet index, HR hazard ratio, PDI overall plant-based diet index, uPDI unhealthful plant-based 
diet index

Plant‑based 
diet indices

Proximal colon cancer Distal colon cancer Rectal cancer

Cases/
person‑
years

Incident 
rate per 
1000 pys

HR (95% CI) Cases/
person‑
years

Incident 
rate per 
1000 pys

HR (95% CI) Cases/
person‑
years

Incident 
rate per 
1000 pys

HR (95% CI)

PDI

Q1 (24–46) 195/435,153 0.45 1.00 (ref.) 157/435,237 0.36 1.00 (ref.) 277/434,817 0.64 1.00 (ref.)

Q2 (47–49) 238/500,520 0.48 1.04 
(0.86–1.26)

181/500,572 0.36 1.02 
(0.82–1.26)

265/500,355 0.53 0.84 
(0.71–0.99)

Q3 (50–53) 190/383,024 0.50 1.08 
(0.88–1.33)

130/383,131 0.34 0.97 
(0.77–1.23)

215/382,902 0.56 0.89 
(0.75–1.07)

Q4 (54–77) 237/501,317 0.47 1.05 
(0.86–1.27)

164/501,442 0.33 0.96 
(0.76–1.20)

235/501,266 0.47 0.76 
(0.64–0.91)

P trend * 0.6154 0.6066 0.0093
Per 10 
increases

0.97 
(0.85–1.10)

0.91 
(0.78–1.05)

0.93 
(0.88–0.98)

hPDI

Q1 (29–50) 202/439,973 0.46 1.00 (ref.) 164/440,025 0.37 1.00 (ref.) 260/439,722 0.59 1.00 (ref.)

Q2 (51–54) 215/452,866 0.47 0.97 
(0.80–1.18)

165/452,851 0.36 0.97 
(0.78–1.20)

267/452,585 0.59 0.98 
(0.83–1.17)

Q3 (55–58) 214/460,191 0.47 0.93 
(0.76–1.14)

176/460,322 0.38 1.03 
(0.82–1.28)

242/460,146 0.53 0.88 
(0.73–1.05)

Q4 (59–82) 229/466,982 0.49 1.01 
(0.82–1.23)

127/467,185 0.27 0.77 
(0.60–0.98)

223/466,888 0.48 0.84 
(0.69–1.01)

P trend * 0.9655 0.0730 0.0330
Per 10 
increases

1.00 
(0.88–1.13)

0.91 
(0.79–1.06)

0.94 
(0.88–0.99)

uPDI

Q1 (28–51) 199/406,269 0.49 1.00 (ref.) 123/406,531 0.30 1.00 (ref.) 224/406,159 0.55 1.00 (ref.)

Q2 (52–55) 238/455,279 0.52 1.13 
(0.93–1.36)

190/455,222 0.42 1.42 
(1.13–1.78)

276/455,052 0.61 1.15 
(0.96–1.37)

Q3 (56–58) 213/472,971 0.45 1.03 
(0.85–1.26)

158/473,084 0.33 1.18 
(0.93–1.50)

264/472,754 0.59 1.11 
(0.92–1.33)

Q4 (59–79) 210/485,493 0.43 1.16 
(0.95–1.42)

161/485,545 0.33 1.30 
(1.02–1.65)

228/485,376 0.47 1.04 
(0.86–1.26)

P trend * 0.2813 0.1653 0.7960

Per 10 
increases

1.06 
(0.94–1.20)

1.07 
(0.93–1.24)

1.01 
(0.95–1.07)
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Herein, we comprehensively and more deeply examined 
the associations between three PDIs and CRC-specific 
outcomes using a larger-scale sample size and found that 
the inverse associations of PDI and hPDI but the positive 
association of uPDI with CRC risk remained significant 
in the final model and sensitivity analyses. These findings 

supported evidence-based preventive interventions and 
highlighted the potential importance of the quality of 
plant-based foods for CRC prevention.

The hypothesis of gene-diet interactions in the etiol-
ogy of CRC has long been supported [37]. A Danish 
nested study of 1038 cases and 1857 controls showed that 

Fig. 3 Associations of PDI, hPDI, and uPDI with risk of CRC mortality. 
The models adjusted for age (continuous), sex (female, male), 
ethnicity (White, mixed, Asian, Black, Chinese, others, or unknown), 
education (college or university, vocational qualification, upper 
secondary, lower secondary, others, or unknown), Townsend 
deprivation index (in quintiles), body mass index (< 18.5, 18.5–24.9, 
25-29.9, or ≥ 30 kg/m2), alcohol frequency (daily or almost daily, 
3 or 4 times a week, 1 or 2 times a week, 1 to 3 times a month, 
special occasions only, never, or unknown), smoking status (never, 
former, current, or unknown), physical activity (low, moderate, high, 
or unknown), total energy intake (continuous), polygenic risk score 
for CRC (continuous), first 10 principal components of ancestry (in 
Units, continuous), and genotype measurement batch (continuous). 
CI confidence interval, CRC  colorectal cancer, hPDI healthful 
plant-based diet index, HR hazard ratio, PDI plant-based diet index, 
uPDI unhealthful plant-based diet index

Fig. 2 Joint Associations of PDI, hPDI, and uPDI and PRS with risk 
of CRC incidence. The models adjusted for age (continuous), sex 
(female, male), ethnicity (White, mixed, Asian, Black, Chinese, 
others, or unknown), education (college or university, vocational 
qualification, upper secondary, lower secondary, others, or unknown), 
Townsend deprivation index (in quintiles), body mass index (< 18.5, 
18.5–24.9, 25-29.9, or ≥ 30 kg/m2), alcohol frequency (daily or almost 
daily, 3 or 4 times a week, 1 or 2 times a week, 1 to 3 times a month, 
special occasions only, never, or unknown), smoking status (never, 
former, current, or unknown), physical activity (low, moderate, high, 
or unknown), total energy intake (continuous), first 10 principal 
components of ancestry (in Units, continuous), and genotype 
measurement batch (continuous). CI confidence interval, CRC  
colorectal cancer, hPDI healthful plant-based diet index, HR hazard 
ratio, PDI plant-based diet index, uPDI unhealthful plant-based diet 
index
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CCAT2 rs6983267 T-allele carriers had a lower relative 
risk of CRC by red and processed meat intake compared 
to GG homozygotes [38]. Another case-control study 
of 9243 participants observed that red and processed 
meat intake increased CRC risk regardless of PRS levels 
[39]. The interplay between the overall genetic risk and 
the whole diet quality (e.g., PDIs) for CRC has not been 
reported. In the present study, we found that both PRS 
and PDIs could independently predict CRC risk. How-
ever, the inverse associations of PDI and hPDI and a posi-
tive association of uPDI with CRC risk were independent 
of genetic predisposition without any interactions, which 
signified that people with different genetic risks should 
all value the quality of plant foods.

Studies have explored the specific associations of plant-
based diets and even vegetarianism with the anatomical 
subsites of CRC; however, these varied depending on the 
study design [33]. A previous meta-analysis of cohort 
studies reported no significant association between veg-
etarianism and colon and rectal cancer risk [40]. In con-
trast, our stratified analysis by CRC localization found 
that the effect of PDIs was more concentrated in the dis-
tal CRC, which was consistent with the results from the 
Multiethnic Cohort Study [19]. This might be ascribed 
to different distributions of the intestinal microbiome 
in various parts of the gut [41], and compared with the 
colon, the rectum is more susceptible to genotoxic and 
cytotoxic damage due to its longer transit time and the 
large accumulation of feces prior to defecation [42]. The 
present findings emphasized the role of plant-rich diets 
in the prevention of distal CRC.

Sex differences were observed in our results. Generally, 
the females consume more plant foods and fewer animal 
foods than the males [14]. In our study population, the 
females ate more healthy plant foods and less unhealthy 
plant foods, so there may be no further benefits from 
healthy plant foods, but they may suffer the harms of 
unhealthy plant foods. Besides, the males had a higher 
risk of CRC than the females [43], suggesting that a plant-
based diet may offer more benefits for the males than the 
females in reducing risk.

The protective association of a high-quality plant-based 
diet with CRC could be partly attributable to food com-
ponents and nutrients with antioxidant and anti-inflam-
matory properties. Nutrients abundant in healthy plant 
foods (e.g., polyphenols, such as proanthocyanidins and 
anthocyanin 3-glucosides in fruits and vegetables) were 
reported to act as antioxidants to inhibit the production 
of pro-inflammatory cytokines [44, 45] and have protec-
tive activities against CRC [46]. High levels of antioxidant 
micronutrients, such as vitamin E, vitamin C, carote-
noids, and phytochemicals present in healthy plant-based 

diets, were related to lower levels of inflammation, while 
low-quality plant-based foods and meat could be pro-
inflammatory [36, 47]. Furthermore, dietary fiber from 
whole grains, fruits, and vegetables processed protective 
activity on CRC by regulating prebiotic microbiota and 
fermentation rate [7]. These features of healthy plant-
based diets might conduce to the prevention of CRC and 
should be taken into account in dietary recommenda-
tions for the general population.

The prospective study design and the large sample 
size were the two main strengths of this study. To our 
knowledge, this was the first longitudinal study to com-
prehensively investigate the association of plant-based 
diets with risks of CRC incidence and mortality consid-
ering genetic predisposition in the general population. 
Several limitations should be mentioned. First, due to a 
5.5% participation rate in the UK Biobank, the recruit-
ment was influenced by selection bias [48]. Studies have 
demonstrated that the lack of representativeness in the 
UK Biobank does not materially affect the associations 
between diets and health outcomes [49], but rather dis-
torts genetic associations and downstream analyses [50]. 
Therefore, with respect to the analysis of genetic data, 
our study population may not be completely representa-
tive of the UK population. Second, the dietary assessment 
was based on 24-hour recall, which might be subjected to 
measurement error and lead to misclassification. Third, 
only 17 food groups were used to construct the PDIs 
due to the unavailability of vegetable oils in the current 
study, which was included in the original paper describ-
ing the PDIs by Satija et  al. [25]. Fourth, the PDIs treat 
all animal-based foods equally without discrimination 
by assigning opposite scores, which may ignore benefits 
from some food components, such as dairy products and 
seafood. However, the results of our sensitivity analyses 
were stable by considering dairy products and seafood as 
healthful food groups. Fifth, we could not further subdi-
vide meat into red and white meats, the latter of which 
may be associated with a reduced CRC risk [51]. Sixth, 
even though we had controlled the majority of con-
founders, the residual confounding from unmeasured or 
unknown factors might remain. Finally, our analyses were 
conducted among Europeans, limiting the extrapolation 
of our findings to other ethnic groups.

Conclusions
Our results suggested that adherence to higher-quality 
plant-based diets was associated with a lower risk of 
CRC incidence, particularly in distal CRC (distal colon 
and rectal cancer). Increased quality of plant-based 
diets combined with decreased genetic risk may have 
more benefits against CRC. These findings provided 
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suggestions for future research on the importance of 
food quality when adhering to a plant-based dietary 
pattern for the prevention of CRC in the general popu-
lation with different genetic predispositions.

Abbreviations
BMI  Body mass index
CI  Confidence interval
CRC   Colorectal cancer
hPDI  Healthful plant-based diet index
HPFS  Health Professionals Follow-up Study
HR  Hazard ratio
ICD  International Classification of Diseases
IQR  Interquartile range
NHS  Nurses’ Health Study
PDIs  Plant-based diet indices
PDI  Overall plant-based diet index
PRS  Polygenic risk score
RCS  Restricted cubic splines
SD  Standard deviation
SNP  Single-nucleotide polymorphism
TEI  Total energy intake
uPDI  Unhealthful plant-based diet index

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12967- 023- 04522-8.

Additional file 1: Figure S1.  Flow chart of the study design. Figure 
S2. Restricted cubic splines for plant-based diet indices and risk of CRC 
incidence. Figure S3. Restricted cubic spline for polygenic risk score and 
risk of CRC incidence. Figure S4. Restricted cubic splines for plant-based 
diet indices and risk of CRC mortality. Figure S5. Restricted cubic splines 
for the modified PDI/hPDI and risks of CRC incidence and mortality. 
Table S1. Definition of CRC in the UK Biobank Study. Table S2. Examples 
of food items constituting the 17 food groups in UK Biobank study. 
Table S3. Scores of food items of 186675 participants by plant-based diet 
indices groups. Table S4. List of 95 SNPs included in the polygenic risk 
score for CRC. Table S5. Baseline characteristics of 186675 participants by 
hPDI groups. Table S6. Baseline characteristics of 186675 participants by 
uPDI groups. Table S7. Association between plant-based diet indices and 
risk of CRC incidence. Table S8. Association between plant-based diet 
indices and risk of CRC incidence according to categories of genetic risk. 
Table S9. Subgroup analysis for the association between plant-based diet 
indices and risk of CRC incidence by sex. Table S10. Subgroup analysis for 
the association between PDI and risk of CRC incidence. Table S11. Sub-
group analysis for the association between hPDI and risk of CRC incidence. 
Table S12. Subgroup analysis for the association between uPDI and risk of 
CRC incidence. Table S13. Association between plant-based diet indices 
and risk of CRC mortality. Table S14. Subgroup analysis for the associa-
tion between plant-based diet indices and risk of CRC mortality by sex. 
Table S15. Association between plant-based diet indices and risk of CRC 
mortality according to categories of genetic risk. Table S16. Sensitivity 
analyses for the association between plant-based diet indices and risks of 
CRC incidence and mortality. Table S17. Association between 3 food cat-
egories and risks of CRC incidence and mortality. Table S18. Association 
between the modified PDI/hPDI and risks of CRC incidence and mortality.

Acknowledgements
We are grateful to all participants and project teams in the UK Biobank study. 
This research was conducted using the UK Biobank resource under approved 
project 63454.

Author contributions
FS and LC designed the research; FL, YQ, and PW performed the statisti-
cal analyses; YL, CS, and XW provided statistical support; YP, JG, and HZ 

helped visualize the results and interpreted the data; FL and YL drafted the 
manuscript; All authors revised the manuscript; FS and LC supervised the data 
analysis and interpretation; FS and LC had the primary responsibility for the 
final content; and all authors read and approved the final manuscript.

Funding
This work was supported by the National Key R&D Program of China 
(2021YFC2500400, 2021YFC2500401), the National Natural Science Founda-
tion of China (81974488), Tianjin Key Medical Discipline (Specialty) Construc-
tion Project (TJYXZDXK-009 A), the Young Elite Scientists Sponsorship Program 
by China Association for Science and Technology (YESS20210143) and Guang-
dong Basic and Applied Basic Research Foundation (2022A1515010436). 
The funding agencies had no role in study design, data collection, analysis, 
publication decisions, or manuscript preparation.

Availability of data and materials
Data from the UK Biobank are available on application at www. ukbio bank. ac. 
uk/ regis ter- apply.

Declarations

Ethics approval and consent to participate
The study protocol was approved by the North West Multicenter Research 
Ethics Committee (16/NW/0274) in the United Kingdom. All participants 
provided written consent to their participation in the UK Biobank.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Epidemiology and Biostatistics, Key Laboratory of Molecular 
Cancer Epidemiology, Tianjin’s Clinical Research Center for Cancer, National 
Clinical Research Center for Cancer, Tianjin Medical University Cancer Institute 
and Hospital, Tianjin 300060, China. 2 Department of Nutrition and Food 
Hygiene, Hubei Key Laboratory of Food Nutrition and Safety, Ministry 
of Education Key Lab of Environment and Health, School of Public Health, 
Tongji Medical College, Huazhong University of Science and Technology, 
Wuhan 430030, China. 3 Comprehensive Management Department of Occupa-
tional Health, Shenzhen Prevention and Treatment Center for Occupational 
Diseases, Shenzhen 518020, China. 

Received: 6 June 2023   Accepted: 12 September 2023

References
 1. Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal A, Bray 

F. Global cancer statistics 2020: GLOBOCAN estimates of incidence and 
mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 
2021;71:209–49.

 2. Magkos F, Tetens I, Bügel SG, Felby C, Schacht SR, Hill JO, Ravussin E, 
Astrup A. A perspective on the transition to plant-based diets: a diet 
change may attenuate climate change, but can it also attenuate obesity 
and chronic disease risk? Adv Nutr. 2020;11:1–9.

 3. Springmann M, Wiebe K, Mason-D’Croz D, Sulser TB, Rayner M, Scarbor-
ough P. Health and nutritional aspects of sustainable diet strategies and 
their association with environmental impacts: a global modelling analysis 
with country-level detail. Lancet Planet Health. 2018;2:e451-461.

 4. Vogtmann E, Xiang YB, Li HL, Levitan EB, Yang G, Waterbor JW, Gao J, Cai 
H, Xie L, Wu QJ, et al. Fruit and vegetable intake and the risk of colorectal 
cancer: results from the Shanghai Men’s Health Study. Cancer Causes 
Control. 2013;24:1935–45.

 5. Aoyama N, Kawado M, Yamada H, Hashimoto S, Suzuki K, Wakai K, Suzuki 
S, Watanabe Y, Tamakoshi A. Low intake of vegetables and fruits and risk 
of colorectal cancer: the Japan Collaborative Cohort Study. J Epidemiol. 
2014;24:353–60.

https://doi.org/10.1186/s12967-023-04522-8
https://doi.org/10.1186/s12967-023-04522-8
http://www.ukbiobank.ac.uk/register-apply
http://www.ukbiobank.ac.uk/register-apply


Page 11 of 12Liu et al. Journal of Translational Medicine          (2023) 21:669  

 6. Um CY, Campbell PT, Carter B, Wang Y, Gapstur SM, McCullough ML. Asso-
ciation between grains, gluten and the risk of colorectal cancer in the 
cancer prevention study-II nutrition cohort. Eur J Nutr. 2020;59:1739–49.

 7. Arayici ME, Mert-Ozupek N, Yalcin F, Basbinar Y, Ellidokuz H. Soluble and 
insoluble dietary fiber consumption and colorectal cancer risk: a system-
atic review and meta-analysis. Nutr Cancer. 2022;74:2412–25.

 8. Gaesser GA. Whole grains, refined grains, and cancer risk: a systematic 
review of meta-analyses of observational studies. Nutrients. 2020;12:3756.

 9. Llaha F, Gil-Lespinard M, Unal P, de Villasante I, Castañeda J, Zamora-Ros 
R. Consumption of sweet beverages and cancer risk, A systematic review 
and meta-analysis of observational studies. Nutrients. 2021;13:516.

 10. Joh HK, Lee DH, Hur J, Nimptsch K, Chang Y, Joung H, Zhang X, Rezende 
LFM, Lee JE, Ng K, et al. Simple sugar and sugar-sweetened beverage 
intake during adolescence and risk of colorectal cancer precursors. 
Gastroenterology. 2021;161:128-142e120.

 11. Hur J, Otegbeye E, Joh HK, Nimptsch K, Ng K, Ogino S, Meyerhardt JA, 
Chan AT, Willett WC, Wu K, et al. Sugar-sweetened beverage intake in 
adulthood and adolescence and risk of early-onset colorectal cancer 
among women. Gut. 2021;70:2330–6.

 12. Wang DD, Li Y, Nguyen XT, Song RJ, Ho YL, Hu FB, Willett WC, Wilson PWF, 
Cho K, Gaziano JM, Djoussé L. Degree of adherence to based diet and 
total and cause-specific mortality: prospective cohort study in the million 
veteran program. Public Health Nutr. 2022;1–38.

 13. Li H, Zeng X, Wang Y, Zhang Z, Zhu Y, Li X, Hu A, Zhao Q, Yang W. A pro-
spective study of healthful and unhealthful plant-based diet and risk of 
overall and cause-specific mortality. Eur J Nutr. 2022;61:387–98.

 14. Wu B, Zhou RL, Ou QJ, Chen YM, Fang YJ, Zhang CX. Association of plant-
based dietary patterns with the risk of colorectal cancer: a large-scale 
case-control study. Food Funct. 2022;13:10790–801.

 15. Wang F, Ugai T, Haruki K, Wan Y, Akimoto N, Arima K, Zhong R, Twombly 
TS, Wu K, Yin K, et al. Healthy and unhealthy plant-based diets in relation 
to the incidence of colorectal cancer overall and by molecular subtypes. 
Clin Transl Med. 2022;12: e893.

 16. Yue Y, Hur J, Cao Y, Tabung FK, Wang M, Wu K, Song M, Zhang X, Liu Y, 
Meyerhardt JA, et al. Prospective evaluation of dietary and lifestyle pat-
tern indices with risk of colorectal cancer in a cohort of younger women. 
Ann Oncol. 2021;32:778–86.

 17. Wang P, Song M, Eliassen AH, Wang M, Giovannucci EL. Dietary patterns 
and risk of colorectal cancer: a comparative analysis. Int J Epidemiol. 
2023;52:96–106.

 18. Thompson AS, Tresserra-Rimbau A, Karavasiloglou N, Jennings A, 
Cantwell M, Hill C, Perez-Cornago A, Bondonno NP, Murphy N, Rohrmann 
S, et al. Association of healthful plant-based diet adherence with risk 
of mortality and major chronic diseases among adults in the UK. JAMA 
Netw Open. 2023;6:e234714.

 19. Kim J, Boushey CJ, Wilkens LR, Haiman CA, Le Marchand L, Park SY. Plant-
based dietary patterns defined by a priori indices and colorectal cancer 
risk by sex and race/ethnicity: the multiethnic cohort study. BMC Med. 
2022;20:430.

 20. McAllister K, Mechanic LE, Amos C, Aschard H, Blair IA, Chatterjee N, Conti 
D, Gauderman WJ, Hsu L, Hutter CM, et al. Current challenges and new 
opportunities for gene-environment interaction studies of complex 
diseases. Am J Epidemiol. 2017;186:753–61.

 21. Huyghe JR, Bien SA, Harrison TA, Kang HM, Chen S, Schmit SL, Conti DV, 
Qu C, Jeon J, Edlund CK, et al. Discovery of common and rare genetic risk 
variants for colorectal cancer. Nat Genet. 2019;51:76–87.

 22. Sudlow C, Gallacher J, Allen N, Beral V, Burton P, Danesh J, Downey P, 
Elliott P, Green J, Landray M, et al. UK biobank: an open access resource 
for identifying the causes of a wide range of complex diseases of middle 
and old age. PLoS Med. 2015;12: e1001779.

 23. Liu B, Young H, Crowe FL, Benson VS, Spencer EA, Key TJ, Appleby PN, 
Beral V. Development and evaluation of the Oxford WebQ, a low-cost, 
web-based method for assessment of previous 24 h dietary intakes in 
large-scale prospective studies. Public Health Nutr. 2011;14:1998–2005.

 24. Greenwood DC, Hardie LJ, Frost GS, Alwan NA, Bradbury KE, Carter M, Elli-
ott P, Evans CEL, Ford HE, Hancock N, et al. Validation of the Oxford WebQ 
online 24-hour dietary questionnaire using biomarkers. Am J Epidemiol. 
2019;188:1858–67.

 25. Satija A, Bhupathiraju SN, Rimm EB, Spiegelman D, Chiuve SE, Borgi L, 
Willett WC, Manson JE, Sun Q, Hu FB. Plant-based dietary patterns and 

incidence of type 2 diabetes in US Men and Women: results from three 
prospective cohort studies. PLoS Med. 2016;13: e1002039.

 26. Satija A, Bhupathiraju SN, Spiegelman D, Chiuve SE, Manson JE, Willett W, 
Rexrode KM, Rimm EB, Hu FB. Healthful and unhealthful plant-based diets 
and the risk of Coronary heart disease in U.S. adults. J Am Coll Cardiol. 
2017;70:411–22.

 27. Bycroft C, Freeman C, Petkova D, Band G, Elliott LT, Sharp K, Motyer A, 
Vukcevic D, Delaneau O, O’Connell J, et al. The UK Biobank resource with 
deep phenotyping and genomic data. Nature. 2018;562:203–9.

 28. Foster HME, Celis-Morales CA, Nicholl BI, Petermann-Rocha F, Pell JP, Gill 
JMR, O’Donnell CA, Mair FS. The effect of socioeconomic deprivation 
on the association between an extended measurement of unhealthy 
lifestyle factors and health outcomes: a prospective analysis of the UK 
Biobank cohort. Lancet Public Health. 2018;3:e576-585.

 29. The UK Biobank. Guidelines for data processing and analysis of the inter-
national physical activity questionnaire (IPAQ). https:// bioba nk. ndph. ox. 
ac. uk/ ukb/ ukb/ docs/ ipaq_ analy sis. pdf.

 30. Perez-Cornago A, Pollard Z, Young H, van Uden M, Andrews C, Piernas 
C, Key TJ, Mulligan A, Lentjes M. Description of the updated nutrition 
calculation of the Oxford WebQ questionnaire and comparison with the 
previous version among 207,144 participants in UK Biobank. Eur J Nutr. 
2021;60:4019–30.

 31. Barrubés L, Babio N, Becerra-Tomás N, Rosique-Esteban N, Salas-Salvadó J. 
Association between dairy product consumption and colorectal Cancer 
risk in adults: a systematic review and Meta-analysis of epidemiologic 
studies. Adv Nutr. 2019;10:190-s211.

 32. Aglago EK, Huybrechts I, Murphy N, Casagrande C, Nicolas G, Pischon T, 
Fedirko V, Severi G, Boutron-Ruault MC, Fournier A, et al. Consumption of 
Fish and Long-chain n-3 polyunsaturated fatty acids is associated with 
reduced risk of colorectal cancer in a large European cohort. Clin Gastro-
enterol Hepatol. 2020;18:654-666e656.

 33. Zhao Y, Zhan J, Wang Y, Wang D. The relationship between plant-based 
diet and risk of digestive system cancers: a meta-analysis based on 
3,059,009 subjects. Front Public Health. 2022;10: 892153.

 34. Watling CZ, Schmidt JA, Dunneram Y, Tong TYN, Kelly RK, Knuppel A, 
Travis RC, Key TJ, Perez-Cornago A. Risk of cancer in regular and low meat-
eaters, fish-eaters, and vegetarians: a prospective analysis of UK Biobank 
participants. BMC Med. 2022;20:73.

 35. Parra-Soto S, Ahumada D, Petermann-Rocha F, Boonpoor J, Gallegos 
JL, Anderson J, Sharp L, Malcomson FC, Livingstone KM, Mathers JC, 
et al. Association of meat, vegetarian, pescatarian and fish-poultry diets 
with risk of 19 cancer sites and all cancer: findings from the UK Biobank 
prospective cohort study and meta-analysis. BMC Med. 2022;20:79.

 36. Pourreza S, Khademi Z, Mirzababaei A, Yekaninejad MS, Sadeghniiat-
Haghighi K, Naghshi S, Mirzaei K. Association of plant-based diet index 
with inflammatory markers and sleep quality in overweight and obese 
female adults: a cross-sectional study. Int J Clin Pract. 2021;75:e14429.

 37. Andersen V, Holst R, Vogel U. Systematic review: diet-gene interac-
tions and the risk of colorectal cancer. Aliment Pharmacol Ther. 
2013;37:383–91.

 38. Andersen V, Halekoh U, Tjønneland A, Vogel U, Kopp TI. Intake of Red and 
Processed Meat, Use of non-steroid anti-inflammatory drugs, genetic 
variants and risk of colorectal cancer: a prospective study of the danish 
diet, cancer and health cohort. Int J Mol Sci. 2019;20:1121.

 39. Chen X, Hoffmeister M, Brenner H. Red and processed meat intake, poly-
genic risk score, and colorectal cancer risk. Nutrients. 2022;14:1077.

 40. Godos J, Bella F, Sciacca S, Galvano F, Grosso G. Vegetarianism and breast, 
colorectal and prostate cancer risk: an overview and meta-analysis of 
cohort studies. J Hum Nutr Diet. 2017;30:349–59.

 41. Wang L, Lo CH, He X, Hang D, Wang M, Wu K, Chan AT, Ogino S, Giovan-
nucci EL, Song M. Risk factor profiles differ for cancers of different regions 
of the Colorectum. Gastroenterology. 2020;159:241-256e213.

 42. Gianfredi V, Nucci D, Salvatori T, Dallagiacoma G, Fatigoni C, Moretti M, 
Realdon S. Rectal cancer: 20% risk reduction thanks to dietary fibre intake. 
Systematic review and meta-analysis. Nutrients. 2019;11:1579.

 43. Siegel RL, Miller KD, Goding Sauer A, Fedewa SA, Butterly LF, Anderson JC, 
Cercek A, Smith RA, Jemal A. Colorectal cancer statistics, 2020. CA Cancer 
J Clin. 2020;70:145–64.

 44. Baden MY, Satija A, Hu FB, Huang T. Change in plant-based diet quality 
is associated with changes in plasma adiposity-associated biomarker 
concentrations in women. J Nutr. 2019;149:676–86.

https://biobank.ndph.ox.ac.uk/ukb/ukb/docs/ipaq_analysis.pdf
https://biobank.ndph.ox.ac.uk/ukb/ukb/docs/ipaq_analysis.pdf


Page 12 of 12Liu et al. Journal of Translational Medicine          (2023) 21:669 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 45. Guo H, Xia M, Zou T, Ling W, Zhong R, Zhang W. Cyanidin 3-glucoside 
attenuates obesity-associated insulin resistance and hepatic steatosis 
in high-fat diet-fed and db/db mice via the transcription factor FoxO1. J 
Nutr Biochem. 2012;23:349–60.

 46. Zhao Y, Jiang Q. Roles of the polyphenol-gut microbiota interaction in 
alleviating colitis and preventing colitis-associated colorectal cancer. Adv 
Nutr. 2021;12:546–65.

 47. Esmaillzadeh A, Kimiagar M, Mehrabi Y, Azadbakht L, Hu FB, Willett WC. 
Fruit and vegetable intakes, C-reactive protein, and the metabolic syn-
drome. Am J Clin Nutr. 2006;84:1489–97.

 48. Swanson JM. The UK Biobank and selection bias. Lancet. 2012;380:110.
 49. Stamatakis E, Owen KB, Shepherd L, Drayton B, Hamer M, Bauman 

AE. Is cohort representativeness passé? Poststratified associations of 
lifestyle risk factors with mortality in the UK Biobank. Epidemiology. 
2021;32:179–88.

 50. Schoeler T, Speed D, Porcu E, Pirastu N, Pingault JB, Kutalik Z. Participation 
bias in the UK Biobank distorts genetic associations and downstream 
analyses. Nat Hum Behav. 2023;7:1216-1227.

 51. Alegria-Lertxundi I, Bujanda L, Arroyo-Izaga M. Role of dairy foods, fish, 
white meat, and eggs in the prevention of colorectal cancer: a systematic 
review of observational studies in 2018–2022. Nutrients. 2022;14:3430.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Plant-based dietary patterns, genetic predisposition and risk of colorectal cancer: a prospective study from the UK Biobank
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Background
	Methods
	Study design and setting
	Study population
	Outcomes
	Dietary assessment
	Polygenic risk score for CRC
	Covariates
	Statistical analyses

	Results
	Characteristics of study population
	Association between PDIs and CRC incidence
	The modification by genetic risk on the PDIs-CRC associations
	Association between PDIs and CRC incidence stratified by subgroups
	Association between PDIs and CRC mortality
	Secondary analyses

	Discussion
	Conclusions
	Anchor 25
	Acknowledgements
	References


