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Abstract 

Background Several lines of evidence suggest that leukocyte telomere length (LTL) can affect the development 
of prostate cancer (PC).

Methods Here, we employed single nucleoside polymorphisms (SNPs) as instrumental variables (IVs) for LTL 
(n = 472,174) and conducted Mendelian randomization analysis to estimate their causal impact on PCs (79,148 
patients/61,106 controls and 6311 patients/88,902 controls).

Results Every 1-s.d extension of LTL increased the risk of PCs by 34%. Additionally, the analysis of candidate media-
tors between LTL and PCs via two-step Mendelian randomization revealed that among the 23 candidates, Alzheimer’s 
disease, liver iron content, sex hormone binding global levels, naive CD4–CD8-T cell% T cell, and circulating leptin 
levels played substantial mediating roles. There is no robust evidence to support the reverse causal relationship 
between LTL and the selected mediators of PCs. Adjusting for the former four mediators, rather than adjusting for cir-
culating leptin levels, decreased the impact of LTL on PCs.

Conclusion This study provides potential intervention measures for preventing LTL-induced PCs.

Introduction
Globally, prostate cancer (PC) remains the second most 
common cancer among men [1]. Telomeres are a pair of 
cap-like structures located at the two ends of each chro-
mosome [2], and are indispensable for cell proliferation 
and ensuring the replication ability of cells [3]. Recent 

studies have preliminarily identified the complex genetic 
correlation between telomere length (TL) and PCs, indi-
cating that longer TL in the stroma and epithelium is 
negatively correlated with the occurrence of PCs [4–6]. 
Mechanistically, shorter TL in the these cells may elicit 
a DNA damage response and activate a senescence-
associated secretory pathway that is characterized by 
increased production of pro-inflammatory cytokines and 
matrix-degrading proteases [6, 7], resulting in accelerated 
tumor progression. However, a series of studies found 
that high incidence rate and mortality of PC are often 
associated with longer leukocyte telomere length(LTL), 
impacted comprehensively by genetic, lifestyle, and envi-
ronmental factors [8–12]. Mechanistically, a longer TL 
in circulating leukocytes is associated with enhanced 
leukocyte activities [13]. It is suggested that groups of 
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immunosuppressive leukocytes are more potently acti-
vated, resulting in immune evasion and increased risk of 
PC [14, 15].

The Mendelian randomization (MR), as the name sug-
gests, involves a genetic study design that employs the 
“randomization” of genetic traits at birth to explore a 
potential causal relationship between a genetically deter-
mined factor and an outcome [16]. Compared with tra-
ditional epidemiological studies that are often affected 
by confounders or by inversive causal associations, MR 
involves alleles that follow the Mendelian-independent 
allocation law, which renders the estimated effect more 
representative of the actual situation [17]. In addition, 
the time needed to perform MR studies is much shorter 
than do traditional randomized controlled trials (RCTs), 
which enables timely updates of issues of concern with 
the MR tool. To identify potential mechanisms and 
explore whether mediators exert their mediating effect, 
two-step MR may be employed [18]. To take a step fur-
ther, Multivariate Mendelian Randomization (MVMR), 
which is based on univariate Mendelian Randomiza-
tion (UVMR), randomly groups multiple variables at 
the same time, establishes a random distribution of vari-
ables between each group, and explores the independent 
impact of exposure on the results [19].

Previous UVMR studies revealed that a longer geneti-
cally determined LTL was associated with a greater risk 
of PCs [20, 21]. A growing amount of epidemiological 
evidence advocates that adjusting for the physiological 
indices, nutrition intake, habits and customs, improving 

immunity, preventing viral infection, and treating sev-
eral diseases to regulate modifiable metabolic risk fac-
tors have potential benefits for preventing PCs [22–26]. 
To date, the roles of the potential modifiable risk factors 
in the pathway through which LTL leads to PCs have not 
been determined. Exploring this topic with MR methods 
may help to deepen our understanding of the etiology of 
PCs, and provide information for improving strategies to 
prevent and intervene in PCs.

In this MR study, we investigated the independent 
causal impact of LTL on PCs and evaluated the mediating 
effects of 23 targetable candidate mediators in the asso-
ciation pathway to identify novel strategies for the pre-
vention and intervention of PCs.

Materials and methods
Study design
This MR study consisted of 3 parts (Fig.  1). Firstly, we 
used GWAS to conduct UVMR analysis of two sample 
groups to evaluate the causal impact of LTL on the risk of 
developing PCs. In the second step, 25 candidate media-
tors in the pathway between LTL and PCs were screened, 
and two-step MR was subsequently applied to evaluate 
the mediating role of each selected mediator in the causal 
relationship between LTL and PCs. Ultimately, multivari-
ate MR was performed to further analyze the effect of the 
mediators on PCs and estimate the independent impact 
of LTL on PCs with adjustment for traits of 5 selected 
mediators. Notably, considering that PCs occur only in 

Telomere Length r2<0.001 & kb>10000&p1<5E-08&p2>5E-08
Univariable MR analysis

Prostate Cancer

151 independent SNPs obtained from MRC IEU GWAS

137 independent SNPs obtained from FinnGene

23 Potential  mediators

Inversive MR analysis

Alzheimer's disease
Liver iron content

Circulating leptin levels
Sex hormone binding globulin levels

Naive CD4−CD8− T cell %T cell

β1 β2

Two-step MR analysis

Mediation effect = β1*β2

5 mediators included

Inversive M
R analysisInversive MR analysis

Multivariable Mendelian Randomization

Circulating leptin levels

Sex hormone binding globulin levels

Liver iron content

Naive CD4−CD8− T cell %T cell

Alzheimer's disease

What is the impact on 
TL when mediators 
become Covariables?

Fig. 1 Overview of the MR study design. MR, Mendelian randomization; TL, telomere length; PCs, prostate cancers; SNP, Single Nucleotide 
Polymorphism; GWAS, genome-wide association studies



Page 3 of 12Wu et al. Human Genomics           (2024) 18:56  

male patients, we excluded SNPs located on the X and Y 
chromosomes.

Selection of data sources and adherence to the basic 
assumptions of MR
The sources of the genetic instruments employed in this 
study are shown in Table S1. First, we screened SNPs with 
genome-wide significance (P < 5e−08) to satisfy the cor-
relation hypothesis (IVs were closely related to exposure). 
Second, we set the linkage disequilibrium threshold of 
 r2 < 0.001 within a 10,000 kb window and removed SNPs 
for incompatible alleles and for those palindromic with 
intermediate allele frequencies to harmonize the impact 
of SNPs on exposure and outcome to select independent 
genetic variants to satisfy the independence hypothesis 
(IVs were not associated with confounders). Third, to sat-
isfy the exclusivity hypothesis, we ensured that the SNPs 
of the instrumental variables (IVs) we selected were not 
related to the outcome (P < 5e−08) [27].

Leukocyte telomere length
Summary statistics for genetic variants associated with 
their own LTL were extracted from the MRC IEU GWAS 
of 472,174 European individuals from the UK Biobank 
[28]. After removing unqualified samples, the authors 
reported the creation, quality assurance, and initial inter-
ference of LTL measurements in the DNA samples of 
474,074 participants from 489,090 received DNA sam-
ples via a Real-time Quantitative PCR (qPCR) detecting 
system. Specifically, LTL was measured by the ratio of 
telomere repeat copy number (T) to the number of sin-
gle-copy gene (S, HBB, encoding the human hemoglobin 
subunit β). The T/S ratio for each well, as well as the aver-
age T/S and the c.v. for the sample replicates were cal-
culated. Then, strict, predefined quality control (QC) 
standards at the sample and run levels were applied, and 
valid measurement results were accepted. All samples 
that did not meet the QC standards were retested until 
valid measurement results were obtained, or the samples 
were considered to be noncompliant or exhausted. Addi-
tionally, We collected 3 GWAS data that did not overlap 
with the UK Biobank for validation of the conclusions 
[29–31].

Candidate mediators
Based on previously published research, we screened 23 
candidate mediators, which were classified by category 
into physical index, nutrition, immunity, viral infection, 
habits and customs, and disease, based on 3 main crite-
ria. Firstly, based on common scientific knowledge, can-
didate mediators may be located on the path from LTL 
to PCs. Secondly, candidate mediators may be altered via 
lifestyle adjustments or available clinical interventions. 

Thirdly, the GWAS data of candidate mediators should 
be applicable to individuals of European or major Euro-
pean ancestry. The potential mediators we selected for 
further analysis and reasons for the selection, which are 
mainly based on previous research, are summarized in 
Table  S15. The physical indices included liver iron con-
tent [32, 33], body fat percentage [34], sex hormone bind-
ing globulin levels [35, 36], circulating leptin levels [37, 
38], mean corpuscular hemoglobin [39], and arm fat per-
centage (left and right) [40]. The nutritional component 
contains total fatty acids [41], polyunsaturated fatty acids 
[42], saturated fatty acids [43], vitamin D [44], vitamin E 
[45], and fresh tomato intake [46]. Naive CD4–CD8-T 
cell %T cell are involved in immunity [47]. The virus 
infection part was mainly represented by Epstein Barr 
virus antibody levels [48, 49]. We included 5 habits and 
customers related to PCs, including coffee intake [50], 
alcoholic drinks per week [51], lifetime number of sexual 
partners [52], cigarettes smoked per day [53], and fried 
potatoes intake [54]. Three potential diseases associated 
with PCs were hypertension [55, 56], Alzheimer’s disease 
[57], and coronary heart disease [58].

The screening criteria of mediators for the causal rela-
tionship between LTL and PCs are as follows: (1) LTL 
should have a causal relationship with each mediator, but 
the inversive relationship must be absent; (2) mediators 
should have a causal relationship with PCs; and (3) the 
relationship between LTL and mediators and the rela-
tionship between mediators and PCs should be in the 
same orientation.

Prostate cancer
The data of PC patients were obtained from the PRAC-
TICAL and FinnGene Consortium. The data from the 
PRACTICAL Consortium extracted genetic associations 
with PCs from GWAS analysis of more than 140,000 
males, including 79,148 cases of PCs and 61,106 con-
trols of European ancestry [59]. The data for the other 
PCs were derived from FinnGene, which included 6311 
PC patients and 88,902 controls of European ancestry. 
FinnGen integrates imputed genotype data generated 
from new and legacy samples collected by the Finnish 
Biobank with the Finnish health registry (https:// www. 
finng en. fi/ en), which utilities data from the nationwide 
health register collected since 1969 from every resident 
in Finland. There was no sample overlap between the two 
consortia [60].

Statistical analysis
UVMR analyses
We performed the inversive variance weighted (IVW) 
method as the main analysis, using MR Egger, weighted 
median, simple mode and weighted mode methods to 

https://www.finngen.fi/en
https://www.finngen.fi/en
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evaluate the robustness of IVW estimation under other 
assumptions. Specifically, the IVW method is a causal 
estimation method that uses random effects to perform 
a meta-analysis of Wald ratios for multiple site effects 
in MR analysis of multiple SNPs [61]. The MR Egger 
method, as a precision-limiting method, does not force 
the regression line to pass through the origin and allows 
for targeted gene pleiotropy in the included IVs, and was 
employed to identify and adjust for potential pleiotropy 
bias [62]. The weighted median method is the median of 
the distribution function obtained by ranking the effect 
values of all individuals’ SNPs according to their weights. 
When at least 50% of the information comes from effec-
tive IVs, the weighted median method can obtain robust 
estimates [63]. The simple mode and weighted mode 
methods accumulate SNPs on the basis of the similarity 
of causal effects and estimate causal effects according to 
the largest cluster of SNPs [64].

Mediator MR analysis
We conducted two-step MR to evaluate whether each 
mediator had a mediating effect on the relationship 
between LTL and PCs. The first step was to use UVMR to 
evaluate the causal impact of LTL on each mediator (β1). 
Inversive MR was conducted between each mediator and 
LTL to determine whether each mediator interferes with 
LTL in reverse and consequently affects the effectiveness 
of the mediation model. In step 2, we performed UVMR 
to estimate the causal impact of each mediator on PCs 
(β2). Furthermore, inversive MR was employed between 
PCs and each mediator to analyze whether there was a 
reverse causal relationship between them. The propor-
tions of mediation associated between LTL and PCs were 
calculated as β1 × β2/βTotal [65], where βTotal was the evalu-
ation of the causal impact of LTL on PCs via UVMR. In 
addition, the delta method was used to obtain the stand-
ard error (SE) of β1 × β2 and calculate the 95% confidence 
interval (95% CI) of the mediation proportions [66].

MVMR analysis
MVMR was conducted to evaluate the direct impact 
of LTL and each mediator on PCs, with adjustments to 
each other to determine the effect of each mediator on 
LTL and PCs. MVMR analysis conformed to 3 criti-
cal assumptions: (1) genetic variation must be closely 
related to exposure in UVMR analysis, and must be vig-
orously related to at least one of the multiple exposures 
in MVMR analysis; (2) genetic variation was not associ-
ated with confounding factors related to the association 
between the instruments of each exposure and PCs; 
(3) the impacts of genetic variation on PCs must go 
through each exposure [67]. In MVMR, we employed the 

MV-IVW method as the main analysis method, which 
yields the most accurate and unbiased causal estimation 
[68].

All analyses in this study were conducted via R packages 
TwoSampleMR (version 0.5.7), robustbase (version 0.99–
0), MVMR (version 0.3), MRPRESSO (version 1.0), Men-
delianRandomization (version 0.8.0) and fdrtool (version 
1.2.17) in R software (version 4.3.0). A P-value < 0.05 was 
considered to indicate statistical significance. The results 
of IVW were considered causal associations only when 
they had the same direction and statistical significance in 
at least one sensitivity analysis, without evidence of plei-
otropy. We calculated the adjusted q-value via the false 
discovery rate (FDR) method to correct for the P-value. 
The IVW results, with P < 0.05 and FDR q-values < 0.05, 
were classified as strong evidence and included in subse-
quent analysis.

Heterogeneity and horizontal pleiotropy
We used Cochran’s Q test to assess the heterogene-
ity of SNPs. A P-value of the Q statistic < 0.05 indicated 
that the included SNPs have heterogeneity [62]. In addi-
tion, horizontal pleiotropy was determined based on the 
regression intercept in the MR Egger regression model. A 
regression intercept of not zero and a P-value for inter-
cept  (Pintercept) < 0.05 suggest the existence of horizon-
tal pleiotropy [69]. The F-statistics was to evaluate weak 
instrument bias. When the F-statistics was < 10, we usu-
ally assumed that the genetic variation used was a weak 
IV, which may introduce bias to the results [70].

Results
Basic process framework of this MR study
Figure 1 displays the basic process framework of the MR 
research. Information on the GWAS datasets for case 
definition and exclusion criteria for included LTL, media-
tors, and PCs in this MR study is listed in Table S2.

UVMR analysis of the effects of LTL on PCs
PRACTICAL and FinnGen exhibited high consistency in 
terms of UVMR results for PCs (Fig. 2). The IVW results 
of the PRACTICAL consortium suggested that each 
genetically predicted 1-s.d longer LTL was associated 
with higher PC risk (odds ration [OR]: 1.342; [95% CI 
1.192–1.1511]; P = 1.12E−06), and the analysis of valida-
tion consortium FinnGen also supported this result (OR: 
1.347; [95% CI 1.112–1.632]; P = 2.35E−03). Additionally, 
results of external GWAS data in both consortium were 
also solid(OR: 1.38; [95% CI 1.14–1.69]; P = 1.22E−03; 
OR: 1.37; [95% CI 1.06–1.77]; P = 1.44E−02). The 
UVMR estimates were validated via sensitivity analysis 
(Table S3). Instrumental validity test indicated sufficient 
instrumental strength because all F-statistics were > 10 
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despite heterogeneity among IVs. Additionally, no hori-
zontal pleiotropy was detected (P > 0.05; Table  S4). The 
inversive MR results revealed that there was no geneti-
cally determined causal relationship between PCs and 
LTL in either PRACTICAL or FinnGen consortium 
(Table S5).

Bidirectional UVMR estimates for the causal effect of LTL 
on potential mediators
Eleven of the 23 candidate mediators had causal rela-
tionships with PC risk (Fig.  3A). Causal associations 
of genetically determined, as solid evidence, sug-
gested significant correlations between each 1-s.d 
longer LTL and Alzheimer’s disease (OR: 0.782; [95% 
CI 0.641 − 0.955]; FDR q − value = 2.52E−02), liver 
iron content (OR: 0.933; [95% CI 0.870 − 1.001]; FDR 
q − value = 4.25E−02), hypertension (OR: 1.021; [95% 
CI 1.011 − 1.031]; FDR q − value = 2.97E−04), coronary 

heart disease (OR: 0.739; [95% CI 0.596 − 0.917]; 
FDR q − value = 1.23E−02), mean corpuscular 
hemoglobin (OR: 0.820; [95% CI 0.735 − 0.915]; 
FDR q − value = 1.37E−03), arm fat percent-
age (right; OR: 0.972; [95% CI 0.945 − 1.000]; FDR 
q − value = 4.36E−02), body fat percentage (OR: 0.966; 
[95% CI 0.938 − 0.995]; FDR q − value = 3.05E−02), 
sex hormone binding globulin levels (OR: 0.962; 
[95% CI 0.947 − 0.978]; FDR q − value = 2.49E−05), 
naive CD4–CD8-T cell %T cell (OR: 1.188; [95% CI 
1.014 − 1.391]; FDR q − value = 3.72E−02), arm fat 
percentage (left; OR: 0.970; [95% CI 0.942 − 0.998]; 
FDR q − value = 4.03E−02) and circulating lep-
tin levels (OR: 0.857; [95% CI 0.768 − 0.957]; FDR 
q − value = 1.21E−02) after FDR adjustment for mul-
tiple comparisons (Table  S6). The mean F-statistics of 
IVs were all greater than 100, suggesting that the pos-
sibility of weak tool bias was limited. Although most 

Fig. 2 Two sample MR analysis of the genetically causal relationship between LTL and PCs derived from GWAS data from PRACTICAL and FinnGene, 
respectively. MR, Mendelian randomization; TL, telomere length; PCs, prostate cancers; GWAS, genome-wide association studies
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heterogeneity of IVs might exist, these results did not 
show horizontal pleiotropy between LTL and candidate 
mediators (all  Pintercept > 0.05; Table S7).

Nine of the 23 candidate mediators have inversive 
causal relationships with risk of PCs (Fig.  3B). Geneti-
cally determined causal relationships indicated that 
Alzheimer’s disease (OR: 1.018; [95% CI 1.001 − 1.018]; 
FDR q − value = 2.56E−02), mean corpuscular hemo-
globin (OR: 0.972; [95% CI 0.950 − 0.995]; FDR 
q − value = 2.19E−02), arm fat percentage (right; OR: 
0.928; [95% CI 0.902 − 0.955]; FDR q − value = 3.44E−06), 
body fat percentage (OR: 0.925; [95% CI 0.896 − 0.956]; 
FDR q − value = 1.06E−05), arm fat percentage (left; OR: 
0.933; [95% CI 0.905 − 0.962]; FDR q − value = 2.17E−05), 
Epstein Barr virus antibody levels (OR: 1.016; [95% CI 
1.000 − 1.031]; FDR q − value = 4.57E−02), alcoholic 
drinks per week (OR: 0.933; [95% CI 0.879 − 0.990]; FDR 
q − value = 2.58E−02), polyunsaturated fatty acids (OR: 
1.023; [95% CI 1.006 − 1.040]; FDR q − value = 1.54E−02), 
and total fatty acid (OR: 1.020; [95% CI 1.003 − 1.037]; 
FDR q − value = 2.45E−02) showed prominent associa-
tion with LTL for every 1-s.d change (Table  S8). Simi-
larly, there was heterogeneity between IVs, but with all 
average F-statistic of IVs > 100, the results were consid-
ered reliable. Furthermore, no horizontal pleiotropy was 
detected between LTL and the candidate mediators (all 
 Pintercepts > 0.05; Table S9).

Seven of the 23 candidate mediators met the screening 
criteria and were included in subsequent MR analysis. 
In terms of Alzheimer’s disease, although the results of 

inversive MR indicated a genetically determined impact 
on LTL, we inferred that this effect was caused by an 
underlying negative feedback mechanism, and that Alz-
heimer’s disease is still a potential mediator of LTL-medi-
ated PCs rather than a possible confounding factor [71].

Bidirectional UVMR estimates for the causal effect 
of potential mediators on PCs
UVMR analysis was used to explore genetically deter-
mined causal relationships from each mediator to PCs. 
Specifically, 1-s.d unit higher Alzheimer’s disease (OR: 
0.961; [95% CI 0.932 − 0.991]; FDR q − value = 2.01E−02), 
liver iron content (OR: 0.945; [95% CI 0.901 − 0.992]; 
FDR q − value = 2.18E−02), sex hormone binding glob-
ulin levels (OR: 0.852; [95% CI 0.737 − 0.986]; FDR 
q − value = 2.27E−02), and circulating leptin levels (OR: 
0.818; [95% CI 0.682 − 0.981]; FDR q − value = 2.27E−02) 
were related to a decreased risk of PCs, while each 1-s.d 
unit higher naive CD4–CD8-T cell %T cell (OR: 1.156; 
[95% CI 1.030 − 1.296]; FDR q − value = 2.01E−02) was 
related to an increased risk of PCs (Fig. 4A). We did not 
observe horizontal pleiotropy in the MVMR model. In 
addition, the F-statistic range of all IVs in the MVMR 
model was 33.960 to 265.120, which suggests that IVs 
have sufficient instrument strength despite the existence 
of heterogeneity (Table S10-11).

In contrast, inversive MR indicated that there was 
no genetically determined causal relationship among 
all 7 candidate mediators in PCs after FDR adjustment 
(Fig. 4B). Similarly, the F-statistics in the MVMR model 

Fig. 3 IVW results of Bidirectional univariate MR analysis of LTL on 23 candidate mediators. A LTL data from MRC IEU GWAS is used as exposure 
to analyze the impact of LTL on 23 candidate mediators; B Exploration of the effects of 23 candidate mediators on LTL based on LTL from MRC IEU 
GWAS. MR, mendelian randomization; IVW, inverse-variance weighted; LTL, lymphocyte telomere length; OR, odds Ratio; CI, confidence interval; 
FDR, false discovery rate; GWAS, genome-wide association studies
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were greater than 100 for all the models, revealing the 
robustness of IVs (Table S12). In addition, we also found 
heterogeneity and the absence of pleiotropy (Table S13).

Two‑step MR estimates to reveal mediating effects of each 
mediator in the association between LTL and PCs
Three selected mediator categories, namely physical 
index, immunity, and disease, were ranked based on the 
proportion of the effect they mediate in the association 
between LTL and PCs. The physical indices were ranked 
first, and included circulating leptin levels (10.88%), sex 
hormone binding global levels (2.04%), and liver iron 
content (1.36%). It was followed by the immunity medi-
ator, namely naive CD4–CD8-T cell% T cell (8.50%). 
Disease, namely Alzheimer’s disease (3.40%; Fig. 5), con-
tributed to the smallest proportion.

MVMR of LTL adjusted by mediators on PCs
After adjusting for Alzheimer’s disease (IVW OR: 1.287; 
[95% CI 1.162 − 1.413]), liver iron content (IVW OR: 
1.252; [95% CI 1.133 − 1.372]), sex hormone binding 
globulin levels (IVW OR: 1.259; [95% CI 1.130 − 1.387]) 
and naive CD4–CD8-T cell% T cell (OR: 1.264, [95% CI 
1.137 − 1.390]), the risk of LTL on PCs was reduced, while 
adjusting for circulating leptin levels (IVW OR: 1.422; 
[95% CI 1.190 − 1.654]), did not induce a pronounced 
effect (Fig.  6A). We subsequently adjusted for all the 
selected mediators and found an increase in the impact 
of LTL on PCs (OR: 1.368; [95% CI 1.164 − 1.573]). 
The results of the validation consortium FinnGene 
also support this viewpoint (Fig.  6B). In addition, the 

MVMR-Egger method confirmed the robustness of all 
estimates of the MVMR-IVW method, with an F-statistic 
range of 16.936–121.621, indicating a lower risk of bias 
caused by horizontal pleiotropy, and all directions of the 
IVW results in MVMR were consistent with at least one 
sensitivity analysis result (Table S14).

UVMR estimates of the effects of nutritional factors 
and habits and customs factors on the five causal 
mediators of PCs
UVMR estimates revealed significant correlations 
between an 1-s.d increase in sex hormone binding 
globulin levels and total fatty acids (OR: 0.740; [95% 
CI 0.662–0.827]; FDR q − value = 2.37E−06), satu-
rated fatty acids (OR: 0.713; [95% CI 0.641–0.792]; 
FDR q − value = 2.91E−08), vitamin D (OR: 1.007; [95% 
CI 1.002–1.012]; FDR q − value = 3.14E−02), and cof-
fee intake (OR: 1.047; [95% CI 1.015–1.080]; FDR 
q − value = 3.35E−02). In addition, we observed sig-
nificant correlations between an 1-s.d increase in naive 
CD4–CD8-T cell %T cell and total fatty acids (OR: 0.840; 
[95% CI 0.791–0.891]; FDR q − value = 2.90E−07), poly-
unsaturated fatty acids (OR: 0.840; [95% CI 0.792–0.891]; 
FDR q − value = 2.56E−07), saturated fatty acids (OR: 
0.861; [95% CI 0.811–0.914]; FDR q − value = 1.48E−05), 
and alcoholic drinks per week (OR: 1.044; [95% CI 
1.015–1.073]; FDR q − value = 3.14E−02). Furthermore, 
we observed significant correlations between an 1-s.d 
increase in Alzheimer’s disease and total fatty acids (OR: 
1.058; [95% CI 1.023–1.094]; FDR q − value = 1.49E−02), 
and saturated fatty acids (OR: 1.044; [95% CI 

Fig. 4 Bidirectional univariate MR analysis of 11 candidate mediators screened form all 23 mediators on PCs. A The impact of 11 candidate 
mediators on PCs, including IVW results for inclusion with nSNP > 1 and Wald Ratio results for inclusion with nSNP = 1; B The IVW results of PCs 
from MRC IEU GWAS affecting on 11 candidate mediators. MR, mendelian randomization; PCs, prostate cancers; IVW, inverse-variance weighted; OR, 
odds Ratio; CI, confidence interval; FDR, false discovery rate; GWAS, genome-wide association studies
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Fig. 5 proportion of Two-step MR estimates for the causal influence of LTL on PCs via each mediator. MR, Mendelian randomization; TL, telomere 
length; PCs, prostate cancers

Fig. 6 Univariate and multivariable MR estimates for the causal, independent effect of LTL on PCs form two consortiums without overlapping 
samples. A, B Based on 79,148 samples from MRC IEU GWAS and 6311 samples in FinnGene, MR estimates were obtained via the IVW method 
in UVMR and the MV-IVW method in MVMR. The data is represented by OR (95% CI), which means that for every increase in telomere length 
by 1-SD, the risk of PCs increases by 34.2% in MRC IEU GWAS and 34.7% in FinnGene, respectively. MR, Mendelian randomization; TL, telomere 
length; PCs, prostate cancers; GWAS, genome-wide association studies; IVW, inverse-variance weighted; UVMR; Univariate mendelian randomization; 
MVMR, Multivariable mendelian randomization; OR, odds Ratio; CI, confidence interval; SD, Standard Deviation
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1.018–1.070]; FDR q − value = 1.04E−02) (Table  S16). 
Although heterogeneity of IVs might exist, with all aver-
age F-statistic of IVs > 10, the results were considered 
reliable. Most of the results did not show horizontal plei-
otropy between nutrition, habits and customs factors, 
and five causal mediators of PCs  (Pintercept > 0.05). How-
ever, we observed horizontal pleiotropy between ciga-
rettes smoked per day and naive CD4–CD8-T cell %T 
cell, as well as between sex hormone binding globulin lev-
els and polyunsaturated fatty acids, fresh tomato intake, 
and lifetime number of sexual partners  (Pintercept < 0.05; 
Table S17).

Discussion
This MR study delved into the causal effects of LTL on the 
risk of PCs, as well as the mediating effects of common 
and easy-to-intervene mediators including physiological 
indices, nutrition ingestion, habits and customs, immune 
factors, virus infection, and several diseases. The increase 
in genetically determined LTL by 1-s.d has a causal rela-
tionship with a 34% increase in prostate cancer. Further-
more, we screened 23 common mediators, and identified 
5 causal mediators linking LTL to PCs, among which 
genetically determined circulating leptin levels and naive 
CD4–CD8-T cell% T cell played strong mediating roles, 
and contributed to over 5% of the total impact of LTL on 
PCs. After adjusting for the causal mediators, the geneti-
cally determined causal relationship between LTL and 
PC was still present but was significantly mitigated.

Our research findings are consistent with previous 
MR studies [20, 21], which suggested that longer LTL 
increases the risk of developing PCs. Mechanistically, a 
longer LTL is associated with enhanced leukocyte activi-
ties in the human body [13]. A subgroup of activated 
leukocytes, namely the naive CD4–CD8-T cell%T cell, 
produce interleukin-17 (IL-17), mediate immune eva-
sion, and subsequently increase the risk of PC [14, 15]. 
An alternate mechanism involves reduced compaction 
of telomeric chromatin and increased telomere fragil-
ity caused by excessively long telomeres [72–74], which 
may lead to telomeric damage and cell dysfunction in 
anti-tumor lymphocytes. The MR evidence for the causal 
relationship between LTL and PC may help to improve 
our understanding of mechanisms in the development 
of PC, and to accelerate the discovery of novel therapeu-
tics targeting LTL. We also provided evidence that PC, in 
reverse, does not possess a genetically determined causal 
relationship with LTL. As PC, especially localized PC, 
may not be able to drastically influence the hematopoi-
etic microenvironment where lymphocytes derive, or 
directly influence the lymphocytes in the blood circula-
tion, the LTL information extracted from circulating lym-
phocytes may not reflect a PC-induced LTL alteration. 

However, LTL of infiltrating lymphocytes in primary or 
metastatic lesions may be influenced.

Notably, we identified and quantified the mediating 
roles of 5 mediators between LTL and PCs, namely circu-
lating leptin levels, sex hormone binding globulin levels, 
liver iron content, naïve CD4–CD8-T cell %T cell, and 
Alzheimer’s disease. Among the 5 identified mediators, 
circulating leptin levels accounted for 10.88% of the total 
impact of LTL on PCs. The impact, as well as the nega-
tive correlation between LTL and circulating leptin levels 
were supported by previous research [75]. Furthermore, 
evidence from both an RCT and an observational study 
has suggested a negative correlation between circulat-
ing leptin levels and PCs [76, 77]. The negative impact 
of leptin on PC might involve an anti-proliferative and 
anti-angiogenetic effect of leptin on prostate cancer cells, 
but the underlying mechanisms remain unclear [78]. 
The level of sex hormone binding globulin accounted for 
2.04% of the total impact of LTL on PCs. Furthermore, a 
negative correlation between sex hormone binding pro-
tein levels and PC risk was revealed in an MR study [79]. 
Sex hormone binding protein binds androgens with high 
affinity and regulates its bioavailability [80]. As an andro-
gen-driven cancer, it is plausible that excessive sex hor-
mone binding protein may result in a decreased androgen 
level and reduced PC risk [81]. An observational study 
suggested that a high body iron status is associated with 
a shorter LTL in the American population, especially in 
adults aged 65 or older [82]. In addition, an MR study 
revealed the protective role of iron in the development of 
prostate cancer [83]. The mechanism for how iron status 
influences the risk of PC remains unknown. A possible 
hypothesis of the protective role of iron in PC involves 
ferroptosis, a form of regulated cell death that inhibits 
some types of cancers including prostate cancer [83, 84]. 
For every 1-sd increase in LTL, the risk of Alzheimer’s 
disease decreased by 21.8%. Furthermore, the mechanism 
underlying the impact of Alzheimer’s disease on the risk 
of PC is still under investigation, although one hypothesis 
suggests the dysregulation of the immune system [85]. 
Specifically, neuroinflammation in Alzheimer’s disease 
results in activated immune and inflammatory responses 
in peripheral tissues, and subsequent surveillance and 
elimination of neoplastic cells [85, 86]. The results sup-
ported the mediating role of the three physiological indi-
ces and Alzheimer’s disease in the causal effects of LTL 
on PCs, adding to the immune index naive CD4–CD8-T 
cell%T cell discussed in the previous paragraph.

After adjusting for 4 of the 5 causal mediators, the 
impact of LTL on PCs decreased, indicating that the 
mediators played a promoting role in the process from 
LTL to PCs. However, adjusting for the circulating lep-
tin levels, another causal mediator, was unable to elicit a 
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similar effect, which may be attributed to residual con-
founding effects. Specifically, the circulating leptin levels 
may affect other potential mediators of PCs that were not 
included in the study, resulting in concealed effects of 
their own.

Nevertheless, although other physiological indices, 
including body fat percentage, mean corpuscular hemo-
globin, arm fat percentage (right) and arm fat percentage 
(left) had genetically determined causal effects on both 
LTL and PCs, inversive MR reflected that they, as con-
founding factors, would interfere with the causal effect of 
LTL on PCs. Thus, they did not meet the criteria for elic-
iting mediating effects.

We did not observe a causal relationship from LTL to 
nutritional factors, virus infection, or habits and cus-
toms. Interestingly, via inversive MR, we found that total 
fatty acids and polyunsaturated fatty acids had positive 
impacts on LTL, which is consistent with the findings 
of other researchers [87, 88]. Notably, for every 1-s.d 
increase in alcoholic drinks per week, LTL shortened by 
6.7%, which was also suggested by an MR study [89].

Compared with previous MR studies, this is the first 
MR study to identify causal mediators between LTL and 
PCs and explore their impact on this pathway, indepen-
dently. The identification of the modifiable risk factors in 
the pathway through which LTL leads to PCs may offer 
additional options for the prevention of PCs. The follow-
ing are the main advantages of this study. Firstly, to ensure 
the repeatability and effectiveness of the results based on 
PRACTICAL and to maximize statistical capabilities, we 
employed 2 almost non overlapping GWAS sources for 
PCs and 3 non overlapping GWAS sources for LTL to 
validate our findings. In addition, multiple MR sensitiv-
ity analyses were performed to examine the robustness of 
IVW results, each of which excluded interference from 
horizontal pleiotropy. Furthermore, reverse MR analy-
ses were conducted between LTL, mediators, and PCs to 
reduce the reverse causal relationship between mediators 
and LTL, and to analyze the comprehensive interrela-
tionships among the 3 entities. Several limitations exist 
in this study. First, due to the different consortiums from 
which the IVs were derived from, the persistence of het-
erogeneity in IVs may still affect the robustness of our 
MR results via potential biases despite the employment 
of random effects models [90]. Second, we cannot explic-
itly explain the mediating effects between LTL and PCs 
in this study, despite strict screening of candidate media-
tors. For instance, several potential non genetic candidate 
mediators, such as environment and occupation, were 
not available in GWAS [91]. Third, the two-step, two 
sample MR cannot effectively exclude potential inter-
actions between LTL and mediators. Representing IVs 
with SNPs can greatly alleviate potential biases caused 

by interactions between LTL and mediators, which may 
be the reason for the increased risk of LTL on PCs after 
adjusting for circulating leptin levels. Fourth, this study 
was mainly based on GWAS conducted among individu-
als of European descent from high-income countries and 
cannot represent individuals from other ethnic groups or 
from low-income countries.

Importantly, LTL remains an independent risk factor 
for PCs, suggesting that the impact of downstream medi-
ators, including circulating leptin levels, sex hormone 
binding globulin levels, liver iron content, naïve CD4–
CD8-T cell %T cell, and Alzheimer’s disease, on LTL is 
limited. The results of this study may provide novel ideas 
for the prevention of PCs by targeting aberrant changes 
in LTL or by taking precautions against the suggested 
mediating factors of LTL-induced PCs.

Abbreviations
PC  Prostate cancer
LTL  Leukocyte telomere length
IVs  Instrumental variables
UVMR  Univariate Mendelian randomization
MVMR  Multivariate Mendelian randomization
GWAS  Genome-wide association studies
SNP  Single nucleoside polymorphism
qPCR  Quantitative PCR detecting system
IVW  Inversive variance weighted
FDR  False discovery rate
SE  Standard error
OR  Odds ratio
CI  Confidence interval

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s40246- 024- 00622-8.

Supplementary Material 1

Supplementary Material 2

Acknowledgements
Not applicable.

Author contributions
LD is the leader PI of 3 grants supporting this study; LD, YC and WX designed, 
revised and edited the study; XW performed all analyses and prepared the 
manuscript. XD, CH, ZP, and TW helped complete the production of figures 
and tables. TW substantively revised the manuscript. All authors approved the 
final manuscript.

Funding
This project was supported by National Natural Science Foundation of 
China (82103485) and Shanghai Municipal Health Commission Talent Plan 
(2022YQ014).

Availability of data and materials
All data is provided in the manuscript and in the supplementary tables.

Declarations

Ethics approval and consent to participate
Not applicable.

https://doi.org/10.1186/s40246-024-00622-8
https://doi.org/10.1186/s40246-024-00622-8


Page 11 of 12Wu et al. Human Genomics           (2024) 18:56  

Consent for publication
Not applicable.

Competing interests
No competing interests.

Received: 5 October 2023   Accepted: 15 May 2024

References
 1. Sung H, Ferlay J, Siegel RL, et al. 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. Szostak JW, Blackburn EH. Cloning yeast telomeres on linear plasmid vec-
tors. Cell. 1982;29:245–55.

 3. Blackburn EH, Epel ES, Lin J. Human telomere biology: a contributory 
and interactive factor in aging, disease risks, and protection. Science. 
2015;350:1193–8.

 4. Graham MK, Meeker A. Telomeres and telomerase in prostate cancer 
development and therapy. Nat Rev Urol. 2017;14:607–19.

 5. DeMarzo AM, Nelson WG, Isaacs WB, et al. Pathological and molecular 
aspects of prostate cancer. Lancet. 2003;361:955–64.

 6. Heaphy CM, Gaonkar G, Peskoe SB, et al. Prostate stromal cell telomere 
shortening is associated with risk of prostate cancer in the placebo arm 
of the Prostate Cancer Prevention Trial. Prostate. 2015;75:1160–6.

 7. Lin J, Epel E. Stress and telomere shortening: Insights from cellular 
mechanisms. Ageing Res Rev. 2022;73: 101507.

 8. Julin B, Shui I, Heaphy CM, et al. Circulating leukocyte telomere 
length and risk of overall and aggressive prostate cancer. Br J Cancer. 
2015;112:769–76.

 9. Mirabello L, Huang WY, Wong JY, et al. The association between leukocyte 
telomere length and cigarette smoking, dietary and physical variables, 
and risk of prostate cancer. Aging Cell. 2009;8:405–13.

 10. Weischer M, Nordestgaard BG, Cawthon RM, et al. Short telomere length, 
cancer survival, and cancer risk in 47102 individuals. J Natl Cancer Inst. 
2013;105:459–68.

 11. Hu R, Hua XG, Jiang QC. Associations of telomere length in risk and recur-
rence of prostate cancer: a meta-analysis. Andrologia. 2019;51: e13304.

 12. Renner W, Krenn-Pilko S, Gruber HJ, et al. Relative telomere length and 
prostate cancer mortality. Prostate Cancer Prostatic Dis. 2018;21:579–83.

 13. Huang Z, Liu C, Ruan Y, et al. Dynamics of leukocyte telomere length in 
adults aged 50 and older: a longitudinal population-based cohort study. 
Geroscience. 2021;43:645–54.

 14. D’Acquisto F, Crompton T.  CD3+CD4-CD8- (double negative) T cells: 
saviours or villains of the immune response? Biochem Pharmacol. 
2011;82:333–40.

 15. Brandt D, Hedrich CM. TCRαβ(+)CD3(+)CD4(-)CD8(-) (double negative) T 
cells in autoimmunity. Autoimmun Rev. 2018;17:422–30.

 16. Thanassoulis G. Mendelian randomization: how genetics is pushing the 
boundaries of epidemiology to identify new causes of heart disease. Can 
J Cardiol. 2013;29:30–6.

 17. Emdin CA, Khera AV, Kathiresan S. Mendelian randomization. JAMA. 
2017;318:1925–6.

 18. Carter AR, Sanderson E, Hammerton G, et al. Mendelian randomisation for 
mediation analysis: current methods and challenges for implementation. 
Eur J Epidemiol. 2021;36:465–78.

 19. Sanderson E, Davey Smith G, Windmeijer F, et al. An examination of multi-
variable Mendelian randomization in the single-sample and two-sample 
summary data settings. Int J Epidemiol. 2019;48:713–27.

 20. Wan B, Lu L, Lv C. Mendelian randomization study on the causal relation-
ship between leukocyte telomere length and prostate cancer. PLoS ONE. 
2023;18: e0286219.

 21. Haycock PC, Burgess S, Nounu A, et al. Association between telomere 
length and risk of cancer and non-neoplastic diseases: a Mendelian 
randomization study. JAMA Oncol. 2017;3:636–51.

 22. Wilson RL, Taaffe DR, Newton RU, et al. Obesity and prostate cancer: a 
narrative review. Crit Rev Oncol Hematol. 2022;169: 103543.

 23. Castro-Espin C, Agudo A. The role of diet in prognosis among cancer 
survivors: a systematic review and meta-analysis of dietary patterns and 
diet interventions. Nutrients. 2022;14.

 24. Wang C, Zhang Y, Gao WQ. The evolving role of immune cells in prostate 
cancer. Cancer Lett. 2022;525:9–21.

 25. Morka N, Norris JM, Emberton M, et al. Prostate cancer and the human 
papilloma virus: causative association, role of vaccines, and the impact of 
the COVID-19 pandemic. Prostate Cancer Prostatic Dis. 2022;25:55–7.

 26. Rebello RJ, Oing C, Knudsen KE, et al. Prostate cancer. Nat Rev Dis Prim. 
2021;7:9.

 27. Smith GD, Ebrahim S. “Mendelian randomization”: Can genetic epide-
miology contribute to understanding environmental determinants of 
disease? Int J Epidemiol. 2003;32:1–22.

 28. Codd V, Denniff M, Swinfield C, et al. Measurement and initial charac-
terization of leukocyte telomere length in 474,074 participants in UK 
Biobank. Nat Aging. 2022;2:170–9.

 29. Prescott J, Kraft P, Chasman DI, et al. Genome-wide association study of 
relative telomere length. PLoS ONE. 2011;6: e19635.

 30. Mangino M, Hwang SJ, Spector TD, et al. Genome-wide meta-analysis 
points to CTC1 and ZNF676 as genes regulating telomere homeostasis in 
humans. Hum Mol Genet. 2012;21:5385–94.

 31. Codd V, Nelson CP, Albrecht E et al. Identification of seven loci affecting 
mean telomere length and their association with disease. Nat Genet. 
2013;45:422–427, 427e421–422.

 32. Saleh SAK, Adly HM, Abdelkhaliq AA, et al. Serum levels of selenium, 
zinc, copper, manganese, and iron in prostate cancer patients. Curr Urol. 
2020;14:44–9.

 33. Bordini J, Morisi F, Elia AR, et al. Iron induces cell death and strengthens 
the efficacy of antiandrogen therapy in prostate cancer models. Clin 
Cancer Res. 2020;26:6387–98.

 34. Perez-Cornago A, Dunneram Y, Watts EL, et al. Adiposity and risk of pros-
tate cancer death: a prospective analysis in UK Biobank and meta-analysis 
of published studies. BMC Med. 2022;20:143.

 35. García-Cruz E, Carrión Puig A, García-Larrosa A, et al. Higher sex hormone-
binding globulin and lower bioavailable testosterone are related to pros-
tate cancer detection on prostate biopsy. Scand J Urol. 2013;47:282–9.

 36. Sawada N, Iwasaki M, Inoue M, et al. Plasma testosterone and sex 
hormone-binding globulin concentrations and the risk of prostate 
cancer among Japanese men: a nested case-control study. Cancer Sci. 
2010;101:2652–7.

 37. Philp LK, Rockstroh A, Sadowski MC, et al. Leptin antagonism inhibits 
prostate cancer xenograft growth and progression. Endocr Relat Cancer. 
2021;28:353–75.

 38. Chang S, Hursting SD, Contois JH, et al. Leptin and prostate cancer. Pros-
tate. 2001;46:62–7.

 39. Watts EL, Perez-Cornago A, Kothari J, et al. Hematologic markers and 
prostate cancer risk: a prospective analysis in UK biobank. Cancer Epide-
miol Biomark Prev. 2020;29:1615–26.

 40. Møller H, Roswall N, Van Hemelrijck M, et al. Prostate cancer incidence, 
clinical stage and survival in relation to obesity: a prospective cohort 
study in Denmark. Int J Cancer. 2015;136:1940–7.

 41. Lee KH, Seong HJ, Kim G, et al. Consumption of fish and ω-3 fatty acids 
and cancer risk: an umbrella review of meta-analyses of observational 
studies. Adv Nutr. 2020;11:1134–49.

 42. Nabavi SF, Bilotto S, Russo GL, et al. Omega-3 polyunsaturated fatty acids 
and cancer: lessons learned from clinical trials. Cancer Metastasis Rev. 
2015;34:359–80.

 43. Chavarro JE, Kenfield SA, Stampfer MJ, et al. Blood levels of saturated and 
monounsaturated fatty acids as markers of de novo lipogenesis and risk 
of prostate cancer. Am J Epidemiol. 2013;178:1246–55.

 44. Manson JE, Cook NR, Lee IM, et al. Vitamin D supplements and prevention 
of cancer and cardiovascular disease. N Engl J Med. 2019;380:33–44.

 45. Klein EA, Thompson IM Jr, Tangen CM, et al. Vitamin E and the risk of pros-
tate cancer: the Selenium and Vitamin E Cancer Prevention Trial (SELECT). 
JAMA. 2011;306:1549–56.

 46. Moran NE, Thomas-Ahner JM, Wan L, et al. Tomatoes, lycopene, and pros-
tate cancer: What have we learned from experimental models? J Nutr. 
2022;152:1381–403.

 47. Elkord E. Immunology and immunotherapy approaches for prostate 
cancer. Prostate Cancer Prostatic Dis. 2007;10:224–36.



Page 12 of 12Wu et al. Human Genomics           (2024) 18:56 

 48. Lawson JS, Glenn WK. Multiple pathogens and prostate cancer. Infect 
Agent Cancer. 2022;17:23.

 49. Whitaker NJ, Glenn WK, Sahrudin A, et al. Human papillomavirus and 
Epstein Barr virus in prostate cancer: Koilocytes indicate potential onco-
genic influences of human papillomavirus in prostate cancer. Prostate. 
2013;73:236–41.

 50. Chen X, Zhao Y, Tao Z, et al. Coffee consumption and risk of prostate can-
cer: a systematic review and meta-analysis. BMJ Open. 2021;11: e038902.

 51. Bagnardi V, Rota M, Botteri E, et al. Alcohol consumption and site-specific 
cancer risk: a comprehensive dose-response meta-analysis. Br J Cancer. 
2015;112:580–93.

 52. Jian Z, Ye D, Chen Y, et al. Sexual activity and risk of prostate cancer: a 
dose-response meta-analysis. J Sex Med. 2018;15:1300–9.

 53. Islami F, Moreira DM, Boffetta P, et al. A systematic review and meta-
analysis of tobacco use and prostate cancer mortality and incidence in 
prospective cohort studies. Eur Urol. 2014;66:1054–64.

 54. Lippi G, Mattiuzzi C. Fried food and prostate cancer risk: systematic review 
and meta-analysis. Int J Food Sci Nutr. 2015;66:587–9.

 55. Radišauskas R, Kuzmickienė I, Milinavičienė E, et al. Hypertension, serum 
lipids and cancer risk: a review of epidemiological evidence. Medicina 
(Kaunas). 2016;52:89–98.

 56. Liang Z, Xie B, Li J, et al. Hypertension and risk of prostate cancer: a 
systematic review and meta-analysis. Sci Rep. 2016;6:31358.

 57. Rogers NK, Romero C, SanMartín CD, et al. Inverse relationship between 
Alzheimer’s disease and cancer: how immune checkpoints might explain 
the mechanisms underlying age-related diseases. J Alzheimers Dis. 
2020;73:443–54.

 58. Thomas JA 2nd, Gerber L, Bañez LL, et al. Prostate cancer risk in men 
with baseline history of coronary artery disease: results from the REDUCE 
Study. Cancer Epidemiol Biomark Prev. 2012;21:576–81.

 59. Schumacher FR, Al Olama AA, Berndt SI, et al. Association analyses of 
more than 140,000 men identify 63 new prostate cancer susceptibility 
loci. Nat Genet. 2018;50:928–36.

 60. Kurki MI, Karjalainen J, Palta P, et al. FinnGen provides genetic insights 
from a well-phenotyped isolated population. Nature. 2023;613:508–18.

 61. Lawlor DA, Harbord RM, Sterne JA, et al. Mendelian randomization: using 
genes as instruments for making causal inferences in epidemiology. Stat 
Med. 2008;27:1133–63.

 62. Burgess S, Bowden J, Fall T, et al. Sensitivity analyses for robust causal 
inference from Mendelian randomization analyses with multiple genetic 
variants. Epidemiology. 2017;28:30–42.

 63. Bowden J, Davey Smith G, Haycock PC, et al. Consistent estimation 
in Mendelian randomization with some invalid instruments using a 
weighted median estimator. Genet Epidemiol. 2016;40:304–14.

 64. Hartwig FP, Davey Smith G, Bowden J. Robust inference in summary data 
Mendelian randomization via the zero modal pleiotropy assumption. Int J 
Epidemiol. 2017;46:1985–98.

 65. VanderWeele TJ. Mediation analysis: a practitioner’s guide. Annu Rev 
Public Health. 2016;37:17–32.

 66. Carter AR, Gill D, Davies NM, et al. Understanding the consequences of 
education inequality on cardiovascular disease: mendelian randomisa-
tion study. BMJ. 2019;365:1855.

 67. Hemani G, Bowden J, Davey Smith G. Evaluating the potential role 
of pleiotropy in Mendelian randomization studies. Hum Mol Genet. 
2018;27:R195-r208.

 68. Burgess S, Davey Smith G, Davies NM, et al. Guidelines for performing 
Mendelian randomization investigations: update for summer 2023. 
Wellcome Open Res. 2019;4:186.

 69. Bowden J, Del Greco MF, Minelli C, et al. A framework for the investigation 
of pleiotropy in two-sample summary data Mendelian randomization. 
Stat Med. 2017;36:1783–802.

 70. Palmer TM, Lawlor DA, Harbord RM, et al. Using multiple genetic variants 
as instrumental variables for modifiable risk factors. Stat Methods Med 
Res. 2012;21:223–42.

 71. Kuan XY, Fauzi NSA, Ng KY, et al. Exploring the causal relationship 
between telomere biology and Alzheimer’s disease. Mol Neurobiol. 
2023;60:4169–83.

 72. Martínez P, Thanasoula M, Muñoz P, et al. Increased telomere fragility and 
fusions resulting from TRF1 deficiency lead to degenerative pathologies 
and increased cancer in mice. Genes Dev. 2009;23:2060–75.

 73. Episkopou H, Draskovic I, Van Beneden A, et al. Alternative Lengthen-
ing of Telomeres is characterized by reduced compaction of telomeric 
chromatin. Nucleic Acids Res. 2014;42:4391–405.

 74. Wang H, Wang Y, Kota KK, et al. Strong association between long and het-
erogeneous telomere length in blood lymphocytes and bladder cancer 
risk in Egyptian. Carcinogenesis. 2015;36:1284–90.

 75. Broer L, Raschenberger J, Deelen J, et al. Association of adiponectin 
and leptin with relative telomere length in seven independent cohorts 
including 11,448 participants. Eur J Epidemiol. 2014;29:629–38.

 76. Neuhouser ML, Till C, Kristal A, et al. Finasteride modifies the relation 
between serum C-peptide and prostate cancer risk: results from the 
Prostate Cancer Prevention Trial. Cancer Prev Res (Phila). 2010;3:279–89.

 77. Nishimura K, Soda T, Nakazawa S, et al. Serum adiponectin and leptin 
levels are useful markers for prostate cancer screening after adjustments 
for age, obesity-related factors, and prostate volume. Minerva Urol Nefrol. 
2012;64:199–208.

 78. Ribeiro AM, Andrade S, Pinho F, et al. Prostate cancer cell proliferation 
and angiogenesis in different obese mice models. Int J Exp Pathol. 
2010;91:374–86.

 79. Watts EL, Perez-Cornago A, Fensom GK, et al. Circulating free testoster-
one and risk of aggressive prostate cancer: prospective and Mende-
lian randomisation analyses in international consortia. Int J Cancer. 
2022;151:1033–46.

 80. Simó R, Sáez-López C, Barbosa-Desongles A, et al. Novel insights in 
SHBG regulation and clinical implications. Trends Endocrinol Metab. 
2015;26:376–83.

 81. Tan MH, Li J, Xu HE, et al. Androgen receptor: structure, role in prostate 
cancer and drug discovery. Acta Pharmacol Sin. 2015;36(1):3–23.

 82. Liu B, Sun Y, Xu G, et al. Association between body iron status and leu-
kocyte telomere length, a biomarker of biological aging, in a nationally 
representative sample of US adults. J Acad Nutr Diet. 2019;119:617–25.

 83. Ying J, Wang B, Han S, et al. Genetically predicted iron status was associ-
ated with the risk of prostate cancer. Front Oncol. 2022;12: 959892.

 84. Tang M, Chen Z, Wu D, et al. Ferritinophagy/ferroptosis: iron-related 
newcomers in human diseases. J Cell Physiol. 2018;233:9179–90.

 85. Ren RJ, Huang Q, Xu G, et al. Association between Alzheimer’s disease 
and risk of cancer: a retrospective cohort study in Shanghai, China. 
Alzheimers Dement. 2022;18:924–33.

 86. Sánchez-Valle J, Tejero H, Ibáñez K, et al. A molecular hypothesis to 
explain direct and inverse co-morbidities between Alzheimer’s Disease, 
Glioblastoma and lung cancer. Sci Rep. 2017;7:4474.

 87. Ali S, Scapagnini G, Davinelli S. Effect of omega-3 fatty acids on the 
telomere length: a mini meta-analysis of clinical trials. Biomol Concepts. 
2022;13:25–33.

 88. Kalstad AA, Tveit S, Myhre PL, et al. Leukocyte telomere length and serum 
polyunsaturated fatty acids, dietary habits, cardiovascular risk factors 
and features of myocardial infarction in elderly patients. BMC Geriatr. 
2019;19:376.

 89. Topiwala A, Taschler B, Ebmeier KP, et al. Alcohol consumption and 
telomere length: Mendelian randomization clarifies alcohol’s effects. Mol 
Psychiatry. 2022;27:4001–8.

 90. Coscia C, Gill D, Benítez R, et al. Avoiding collider bias in Mendelian 
randomization when performing stratified analyses. Eur J Epidemiol. 
2022;37:671–82.

 91. Gandaglia G, Leni R, Bray F, et al. Epidemiology and prevention of prostate 
cancer. Eur Urol Oncol. 2021;4:877–92.

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


	Mendelian randomization evidence based on European ancestry for the causal effects of leukocyte telomere length on prostate cancer
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Study design
	Selection of data sources and adherence to the basic assumptions of MR
	Leukocyte telomere length
	Candidate mediators
	Prostate cancer

	Statistical analysis
	UVMR analyses
	Mediator MR analysis
	MVMR analysis
	Heterogeneity and horizontal pleiotropy


	Results
	Basic process framework of this MR study
	UVMR analysis of the effects of LTL on PCs
	Bidirectional UVMR estimates for the causal effect of LTL on potential mediators
	Bidirectional UVMR estimates for the causal effect of potential mediators on PCs
	Two-step MR estimates to reveal mediating effects of each mediator in the association between LTL and PCs
	MVMR of LTL adjusted by mediators on PCs
	UVMR estimates of the effects of nutritional factors and habits and customs factors on the five causal mediators of PCs

	Discussion
	Acknowledgements
	References


